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h l a - a 2 4 mmmftM&'f' K 

tcH"*"*. fBttKH** -T^' lf45"CCTLiN«gttSr3«rr*WTlft 

(Major Histocompatibility Complex) I tfiW. bO^UHLA^JS 

^^tJ^^^^S^N Immunity, vol.10: 281, 1999(£tableH£lB^<£> 

gp 100 (J. Exp. Med, 179: 1005, 1994) „ MART- 1 (Proc. Natl. 
Acad. Sci. USA, 91: 3515, 1994) „ &£XF?-nirt — ^ (J. Exp. Med. , 178: 
489, 1993) fiW7/y-^ ^7y-v^©«^^®i: t 
tliHER2/neu (J. Exp. Med., 181: 2109, 1995) „ CEA (J. Natl. 
Cancer. Inst., 87: 982, 1995) % *5^PSA (J. Natl. Cancer. Inst., 
89: 293, 1997) *if©^-*^lf htlZo ffiftM^?- K&> #80%* 

±U(DT^ y^^b^S-^^^K-Cfe^ (Cur. Opin, Immunol., 5:709, 1993: 
Cur. Opin, Immunol., 5: 719, 1993; Cell, 82: 13, 1995; Immunol. Rev., 
146: 167, 1995) „ f$m<D£?K, - (D%M £ frfc&tfm^?*?- K t MH C^7 
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^i^m (hla^i) k<Dm&mmmmm^m7fiisti, cTLiani^ 
«H8-t-s«\ ctl < fure* zmtm^-?- h**mim* 

n^^-C*«. *fcHLA-A2 40«fref-7tt, 2f|C75y«*f 

f-^^±tj^t5" it>RrtBTf«)5 (0iJxJiBIMAS y:7 b (http:// 
bimas.dcrt.nih.gov/molbio/hla_bind/) ) . f_oT. CTL_WCt*«» 

Wilms gScOgSttrtWate^WT 1 (WT lifted) W i lmst «I 
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1 m s m<OWM^B^ l^i: L-CSfe&ffc 1 1 P 1 3 mm^fl (Nature, 
343: 774, 1990) „ JtO^ADNAttftS OkbTl 0©x^yyi»6,J*^ 
©cDNAtt*ll3kbTfjb5, c DNA*>&*fc£Sft5T$ / WEfllH:* 
4§- : l^^f-ii^-C*)5 (Cell., 60:509, 1990) „ WT l^HS^f** b &ikffi 

T'HMfc*3 9 . s«»^wt irm^*P =f-r-T»*»*-<5 t-t 

©«MartWfcftSai«!l**t5 (W9-104 6 2 7f^i) Jlkftif*»fe, WT 

^ wTiate^tis «^ Ms mmi&ffi. i&mm, mmm. 

5fl5p9-104627^#. #0B¥H-35484#^«) . SMffci J; t>W£^-*5tt & ff 
LV^^*X>^K^&3-£a^WL;fc (J- Immunol., 164: 1873-80, 
2000 % J. Clin. Immunol., 20, 195-202, 2000) „ -J&fe^SfeflJ Ofi?*^) 

K*5fUfflUfe*I7^^<J!>Bi*ttM-C*)*. -frU-MLT WOO0/06602-5§^& 
*3j;t^W000/18795-^^l^f*s WT 1 ^ 

binlM^^ m> HL A^«^$tb5 - i: J: <9 WftftMMSHS^SrWf^S - 
*^©iW9:, -T^- if^^T&ffiBCtSli (CTL^If*£f£) &W-T5W 



WO 03/106682 




PCT/JP03/07463 



4 



HLA-A245iI?rMUy - \?7$X<DWmKW.mX% Z> t h^-r 

/ummstfmzn. mftmmzftx^z (wo 02/47474, ai^ise : 2002^6^ 
20B. mmx-.mcmm^sm . 

*3SW#fe»> BiflBt h^/I^^&JBV^T, WTU«t5HLA-A 
2 4 W^tt^a®^^ K*5<fct*afc£S-<:^ K^fNffi&fTofc, "t-^*?*>. 
BIMAS y7> (http : //bimas. dcrt. nih. gov/molbio/hla_bind/) \Z. ,£ 9 K£S: bfc 
WT 1 ffi©HLA-A2 4^©i^l^ Gfcf^e^-^) SrWTS^ 
^K^oV^MLfc^m, OT^«-<^K: 
•^7 P ^ : - KA : Arg Met Phe Pro Asn Ala Pro Tyr Leu (M^l^r^r : 8 ) 
*><~?=f- KB : Arg Val Pro Gly Val Ala Pro Thr Leu (IE?!J#-^- : 7 ) 
^f^- KC : Arg Trp Pro Ser Cys Gin Lys Lys Phe (M&M^r : 9 ) 
^rf'f- KD : Gin Tyr Arg He His Thr His Gly Val Phe (@E^lJ#^- : 10} 
^f=f- KE : Ala Tyr Pro Gly Cys Asn Lys Arg Tyr Phe (M^iWr^r : 1 1 ) 
K&^X, PS-^^KB (KBW»-§-: 7) (DfyiK << > ' Vi£\z.X&mm. 

$ b ttgna^^ KA~C©JB2ffc©T 3; 7 i^fn^^ (Tyr) tcafe^ bfc&T 

*<~7f- KF : Arg Tyr Phe Pro Asn Ala Pro Tyr Leu (H^IJ#-^- : 2) 
^■Zf^ KG : Arg Tyr Pro Gly Val Ala Pro Thr Leu (@fi#J#-^- : 3) 
s<-?=f- KH : Arg Tyr Pro Ser Cys Gin Lys Lys Phe : 4) 

^ KA^J;tJ«C^^J!i:tt^^bTV>^yJ)>ofc^%^^bi :a x 
KF*JJ:tJW±, *V*MSaW4 (CTLWfiStt) «r*t5ii:*Jl(flUfc. 

££>^, HUIBil^#> BIMASy^ h^J:«9^^tbfcWTl4 I ^HLA-A2 
4^/l-om^^@E3»W1-5 thWTl &JfrD&TF<DjZjm*.'7'? K (^ 
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^KK, L) N ^X^(Dm2iiL<DT ^ ym^niy^y\C^m\^t^T(0^m^< 
'7'^^ K (-<^KI> J) : 

KK : Ala Leu Leu Pro Ala Val Pro Ser Leu (IB#!#-^ : 5 1 ) 
^-7=$- KL : Asn Gin Met Asn Leu Gly Ala Thr Leu (|B?!l#-*§- : 5 2 ) 
s<-?=f- KI : Ala Tyr Leu Pro Ala Val Pro Ser Leu (lOTS^ : 5) 
-^rf*f- KJ : Asn Tyr Met Asn Leu Gly Ala Thr Leu (M^i^r^r : 6 ) 

(i) &rF<DT^;mmn : 

Arg Tyr Phe Pro Asn Ala Pro Tyr Leu (@fi?!j#-^ : 2 ) N 
Arg Tyr Pro Gly Val Ala Pro Thr Leu : 3 ) . 

Arg Tyr Pro Ser Cys Gin Lys Lys Phe (IB?!^-^ : 4 ) . 
Ala Tyr Leu Pro Ala Val Pro Ser Leu (ia^lJS^ : 5) \ 
Asn Tyr Met Asn Leu Gly Ala Thr Leu (fB?!J#-§- : 6 ) ^ 

2, 3, 4 N 5^^6<Dm>^m^M^M^T%/m^ii>^^^ 

iE^JS-^-: 2, 3, 4. 5te£T*6<Df£frfabmttft%^M^T^ym^ 

wm^m-t^^ mi&o . b< i-m^m^r 2 N 3 s 5 fc«tt>*6 
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^T%J S£IB?'J fc*tr. #3§9i<^:^ K ; * KXSW** : 4 ©T 5 / SHE 
£T$y>»E2RI (IB^JS-^: 6 6. 6 7£fcte6 8) £r£t?x *38M©^^ 

(II) *38W«v<^ K^ 3 - Ki"*#y ^ b< teIB?!l# 

-5§-: 2~6*5«fcTJ*6 6-6 8 ©^^b51^6V^^©T 5 J ^fB^J^r^- 

(ill) ^mR<o^rf^ KteWJ&WiafeA't'Sttfr ; 

(IV) ^W©^^K**®*^^^ KfcHLA " A24 * Wi:<z> *^" 

(WS!K%*^tTV^StlUHK««, »*U«jE5W»: 2-6*5*^6 6-6 

(V) ^mm<D-<Zf^ K6*©«BUK^^ KfcHLA-A 2 4 EtjgC £ 
ftBttSCTL, »*U<ttBW»*: 2-6*5*0*6 6-6 8©fe*»*»MI 
(m^V^^©T^y^iaM^fe^5^M^^K^HLA-A2 4^tMi: 

(V I ) ^S&m<o^f' #3BW©# 0 * * K ■#$m<D$tw < ? > 
*3SWcW^Kte*#PW&> *»W©ttW«^lBI&^ &^te«§ej<£>CTL£. X 

»c*»WO^^Kx ^y^^i^^Ks SUM* 
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(VII) &TF<D a ) ~ f ) 

a) Arg Val Pro Gly Val Ala Pro Thr Leu (iE^J##- : 7) Sr&tf-'W >\ 

c) _biBb) o«;5^ v^K^w-rs^m^^^ 

d) ±12 c) <o#s/<**— &-£#i-sftws> 

e ) _hia a ) Kft*©«ttW^^ K t H LA— A 2 4&Jft£ 

f ) JilB a ) tfV*^ K**©**^^^ KfcHLA-A24t(tflCfc ^m^ffc 

@lf±, ^WOdM^at^ (HLA-A2402/K b at^) (D^^ffiV^fcH-2K b 

0 3 : 3 3 ^|Bm^>HLA-A2402/K b ?J Affi?a<D&Hfc~JBl300(fc 

%Xh, BffiWS#: 3 4 ^IBm^HLA-A2402/K b cDNA@B^JO^l*fc~^407&*-C 

© 4 r±. @fl^J#"§- : 3 3 fcf3«<£>HLA-A2402/K b >f J AK#lJOf§1301#:~f§ 
260(tffc*-e£* gfi^Jff-^ : 3 4 ^|B^^»HLA-A2402/K b cDNAiB?!l<^408#:~B 





WO 03/106682 PCT/JP03/07463 

8 

m 5 ia#i#-J§- : 3 3 £|BiK<DHLA-A2402/K b £V i»@a?IJ<Z>J&260lte~fg 
3857&J: X*b, ia?IJ#-^: 3 4 tC|2«^HLA-A2402/K b cDNAfB^J<D^1016{£~B 
1 1 19#L* X<DtiLWM& &mL-tci><DX*&>Z> 0 

men, HER-2/neu*5^iM^^ K (HER2/neu 780 _ 788 ) T^I§PJ^HLA-A24 

^7tfc5. 0** mmtmmmmmBB. (% specific Lysis) &tc.mm 

IU7^ MGE-3*5&^<^K (MAGE-3 195 . 203 ) X^B^^HLA-A24^m b 

X3bZ> a *6£«U «Hu &*fc±tMWN4, 1216 Ki&ttS ^iTefcSo 

UlSf*. O&fcfcSW-W K (CEA 652 . 660 ) T^^<DHLA-A24^mb7V^ 

m*. mm, a^&j^iM^ iie^tts^iia-t-fcSo 

i9lt CEAfc^f^/^K (CEA 268 . 277 ) -t?*^OHLA-A24^mb7>-^ 

m*, aha. $t$Sk a#*5<ttj«ii#^ m6\z-&tf%kw\mx»hz>o 

miOte, t: bWTlft«L^-<^ KA (WTl l26 . l34 ) T'HLA-A243Sm b 7 

3„ e^*5<tt>*ii#^ me^-$si-f^tmmxh^o 

Hi If*, t bWTl*«^-<^KB (WTl 302 _3io) T'HLA-A24^mb7^^ 
= 5/ ^ t # * U #m^JCTL^S^# £ 5 ^ £ bfc :7 T-fc 5„ 

mizte, t bwTi*^^cig-<^Fc (wti 417 _ 425 ) xmA-k2<mm.\*7^* 

mi3n, thWTl^^Cm^^KD (WT1 285 . 294 ) -r'HLA-A24Bm b V V* 

3„ H»K Mk Iftftfk e^*5<ttJ«m#^s ®6^*3^Si:^l^feSo 
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H14t±, tMTl*3«K^^KB (WT1 326 _ 335 ) -CHLA-A24^m f 9 V* 

5„ IBM* *Mk e#*sJ:t«W*tt, HefcfcttSfcBWfrTffcS. 

@15{t t MTl**ttK^^ KA (WT1 126 _ 134 ) ©«att*^nV>'lcai[ 
gbfcafc&S^^K (-<^KF) t?HLA-A2438mb7^^— 
#M*U #M«jCTL^SNJc$ttS^4:«:*bfe^7 7*C&S. BfU 

Hiewu tMTi**W<^HB (wti 302 _ 31 o) ©flsatfE**-**'^* 
m. Vtc&MM^f- K KG) -CHLA-A24^m by^^y^^!)^!: 

ft*U «*WCTij»s«a»*^Sr.i:«r*l-*:^7-e*,5. Hit', «M* Mfc 

Hl7tt, t MTl*3ttUIC^^KC (wn 4l7 _ 425 ) ©JBattSr^nV^K:* 
^ LfcQfe^^^ K KH) T?HLA-A24»m b?^^^^ 7 ^^^ 

ftttU #MWCTL^f|^$H5^i:^bfc^737-efeSo m*> fBSWu MM. 

018ft t MTlftsWW^^HK (WTl l0 . 18 ) 
bfcQfe^M^^ K C^^" HD T?HLA-A2458^ hy^^-S'^" 7 ^^ 
U #^CTL^f|^^tt6ri:^bfc^77-efe6 0 B*. ttfttk ^> & 

H19W:. t MTlft«W^^KL (WT1 239 _ 24 7 ) ©f^tt*^**^* 
^ LfcafclESkvT^ K {^■•ff- KJ) t?HLA-A24|gm b 7 V* 5?* — ^ * 
JJgU «P*WCTLdS«l*S^S-i:«r^Lfc^97t*ft)So Bf\ **** 

CTUNHS« (% Specific Lysis) & N SfeOMtt* by^^f^^^ 

©****i-o *fcB+, e*wasam^^K (-^kh) fc^A^ufc* 
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B21fe tMTlA3»W^HK (WTl 10 . l8 ) T?HLA-A24»mh9^^ 

^ y * * * »»»ctl«s»* * ft* v ^ r. bfc ^ 9 ? T? *> 

So H*. ^> iMWaJ:tHM*tt* B6fc*Ht*fcra«Ttf>S. 
H23tt, tMTl**W^^KBCfTl 101 - ll .)x *«:tt*©^^KoJB 

MWfc(DtoM5*EAfc*i-. iH^I^M^K 

2fc»nV:4a«Ufci*KH-WK -CHLA-A2402»tt®«Wlt 
A**tt3M«£ in vil«^««UTCTL^«***tSra:«r*U*:^97-C*> 

£H#, n-l8»^^i-S^W14^ ,: l 3 ^Bg^^i"o 

HI 2 5 tt, Kfft?HLA-A243Sm h7^^y^^ U #H 

Specific Lysis) fc#U «ttttE^tt;%*i-- *fc**»±^^KH 
@2 6H ^^FM-T?HLA-A24^mb7>-^^-^^^^^^^ U 
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HI 2 7 KN-CHLA-A243gm f 7 V * *&3& U # ft 

ttm^*£frS£fcfc*^fc^9:7*t?*>3. H4\ «&> ««u ft*L*5J:t* 

@ 2 8 f*. KOt?HLA-A2438m h7^*-S'^ -5i '^ U 

^CTL^^^tLS^t^Ufc^y^T'fcSc ®4\ »SMu m«J£TJ< 

H 2 9ft mm^f'f- FMi- «t <> "cat* $ h^^^ * ^ * -«<7^ei&M 

ttttCILflNWStt (% Specific Lysis) Sr. * fcttttfcffi/TJfc&^H". ^fcHI'l 3 . 
El 3 0 r±. KN^ ± o * ^ * * * -ttW^M 

(I) *»«©^f K 

*3&W«XWm. tbWTl (Cell., 60:509, 1990, NCBIt*-*^-* 
Accession No. XP.034418. : D fc**U ^•«HLA-A2 

*©«$r4»*9~100«fc 0*b<tt9~5(HH. J;0#*U<tt9-'30«. £e>fc 
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(Peptide Synthesis ) , Interscience, New York, 1966 ; if • ^N^X 
(The Proteins) , Vol 2 , Academic Press Inc. , New York, 1976 ; • r *-~? s f~ K 
%m (ttO . 1976;^^K*J*©***3»k <«) , 1985 ; \£M 

&comm m »h» ■ k**, jkjhws. 1991) ft-^iaf^avri^ 
10 #ssj&«ifcrr&*b*. 

15 *#Hlja*P©^lfe N XlKiB«©^fe (Molecular Cloning, T.Maniatis et al. , 

CSH Laboratory (1983). DNA Cloning, DM. Glover, IRL PRESS (1985) k hZ>WZ 

'&m<o (id m^mm(D*fetez^Kxn*>zik&-c%z>o 

(i) 2~6^^^^fm^v^tt^r^y^ia^J^tp^ 

20 

Arg Tyr Phe Pro Asn Ala Pro Tyr Leu (E^0#-^" : 2) % 
Arg Tyr Pro Gly Val Ala Pro Thr Leu (@B?!l#-^ : 3) N 
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Arg Tyr Pro Ser Cys Gin Lys Lys Phe : 4) ^ 

Ala Tyr Leu Pro Ala Val Pro Ser Leu (@B?(!#-^ : 5) 3= fete 

Asn Tyr Met Asn Leu Gly Ala Thr Leu OBM** : 6) ©V***,****. 

r^»5^Arg Tyr Pro Ser Cys Gin Lys Lys Phe (M&l^^ : 4) t&t*^7 
f-V&ZXf Ala Tyr Leu Pro Ala Val Pro Ser Leu (@fl#I#-5§- : 5) fr&ts^f 

(1-1) @a^lJ##: 2~6©^*^fe»^SV^^OT5/ieE^J^e>5&5 

Arg Tyr Phe Pro Asn Ala Pro Tyr Leu <&M&& : 2)*>b<C5«tfiaK' /< ^^ 
Arg Tyr Pro Gly Val Ala Pro Thr Leu (ga^J#-^ : 3) ft 3*805^:^ ^ 
Arg Tyr Pro Ser Cys Gin Lys Lys Phe : 4) *»6,ft*«W"^^ ^ 

Ala Tyr Leu Pro Ala Val Pro Ser Leu <gffl&& : 5)d^ftS^^E^^K> 
Asn Tyr Met Asn Leu Gly Ala Thr Leu : 6)*»6>ft*«ftW^^K- 

-05*>Arg Tyr Pro Ser Cys Gin Lys Lys Phe (IE#I#-S§- : 4) ^6>ftS« 
W^-^ K*5 Ala Tyr Leu Pro Ala Val Pro Ser Leu GE#J#-^ : 5) A* 

HLA^tt*< <Z)1h^^^»EU »frt?#«ttW^^ KOT5 / 

g^Jtett^avefr©*^ ^ov^»Jt£ CW***-:?) aqwrt-sr.** 

5 5 7 P (Tyr) N 7x=;l/77^^ 
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(Phe), ttt-^ (Met) tfcttMJ^h^T^ (Trp) C*$$b<DT 5 / 

^S7*^/VT7^V0Phe) N n^^CLeu). V n W (lie) . by^b^ 
T >- (Trp) l£ fcte^^ ^ (Met) ft 5 r. as*n bfrtTV^ 6 (J. Immunol., 152, 
P 3913, 1994, Immunogenetics, 41, pl78, 1995. J. Immunol., 155, p4307, 
1994) o 

Arg Tyr Phe Pro Asn Ala Pro Tyr Leu (ia^!l#-^- : 2) , 

Arg Tyr Pro Gly Val Ala Pro Thr Leu (@E^!I#-^- : 3 ) > 

Arg Tyr Pro Ser Cys Gin Lys Lys Phe (M^l^r^r : 4) . 

Ala Tyr Leu Pro Ala Val Pro Ser Leu (K?l!#-5§- : 5) > *fc.t± 

Asn Tyr Met Asn Leu Gly Ala Thr Leu (@fl^IJ#-^- : 6 ) , 

(DCmti^s Phe. Leu. lie. Trp£fcttMet&f**D LfclOT S ;»bft5^ 
K. fcSV^^^lOT^y^fe^S^^K^C^S^^b^Phe, Leu. Ile N 
Trp*fcfiMet^#AUbfcllT^/^b^6-<^KT^o-C, ^ • IftffcT 

(1-3) Sa^I#-^- : 2 ~ 6 ©V vf*ta>©T 5 / BHE#!«r£*?^ tf K 
3£¥> »CTLx^^ CRW^^K) *aWSU*:^^K b 

TV^„ #!lx.{iJournal of Immunology 1998, 161: 3186-3194^^ ffl&m* 1/ 
^fPSA^MLA-A2, -A3. -All, B5 3MttCTLxt° 
h-^ttfi*Ufc*&3 0me r©^m ^ • WW^CTLx 
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K&8ti-fc<E>T?fc9 (Immunity., 1:751, 1994) N MZ.&BW$f$k? 4 
©HBVc 1 2 8-14 0^t«iS***©TT9 4 7-9 6 7 ft if^fclbft 
TV^. ^^/W^^t°b-^ t t«9^^^^CD4|l't4T^^ CT 

^X.fcf Journal of Immunology 1999, 162: 39 15-3925 ^f*. HBV^HLA- 
A2^tt*«^K6m HLA-All^tW^K3m 33 

£UWW^^ tr h-^ J: D #^**t5^^ KSr K"t~<5 D N A ( 5: 

(Clinical Cancer Res., 2001,7:3012-3024) . 
t£oT. 1IWB<i-i)*<l-2)fclB»Ufc* 5 3te*»W©«W^^ 
K^tf^^^t 0 b bfc-W" F (^tTb-^^K) t'feot 

^sm(omsmy<^ y\-m%is^z>^ b^ C TLxt° y-^omte, 

^SCTLxt'b-T'ttm WT 1 *5|5^>HLA-A1, -A0201, -A0204, - 
A0205, -A0206, -A0207, -All, -A24, -A31, -A6801, -B7, -B8, -B2705, -B37, 
-Cw0401, -Cw0602^if^^<OCTL^tfh-^^f -^CTL 

Uttt, 4WHL A^PRa»*UTV^*tW^^ K©##fm J: 5 
(Immunogenetics, 41:178, 1995) . 8~ 1 47 5- JWMt&Wt <5 £ 

©HBVc 1 2 8-140«i^i*^TT947-9 6 7ft£?tf s W k 
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u < m3~i7T ^ j mm*m?z> w t a*-c# s 0 

6 OV^T tu^T 5: J ^1E#I<£> lS^fcf* 2S^±i:^/w^3:t 0 F— T't SrJg 

—^ff- F (0iJ*Lk£Phe Asn Asn Phe Thr Val Ser Phe Trp Leu Arg Val Pro 
Lys Val Ser Ala Ser His Leu Gln\WM^ : 3 2) t ^aSfe**^^ 

: 2 ~ 6 <D\*fM*<DT 5 7 gffl£ll<0 1 @ * t± 2 «*Jb Ala Gin 
Tyr He Lys Ala Asn Ser Lys Phe He Gly He Thr Glu Leu (E^Bt^ : 5 0, 
Clinical Cancer Res. , 2001,7:3012-3024) t «S»**fc^ K* 4f#**f 

5 ^^C^IS^^fe (Molecular Cloning, T.Maniatis et al.,CSH Laboratory 
(1983), DNA Cloning, DM. Glover, IRL PRESS (1985))^^ ( I D^IBS^ 

Oct LtJNj^&ajjgi-s - £ %o 

(1-4) Ifi?l!#-5§- : 2 ~ 6 (D^-fM^OT K J SSffiRISrg"^ N«7 5 / Wt<D 
HUlB(l-l) ~ (1-3) \ZLW?F VttmWCD^^ V<DNimT 5/^©7^1> 
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fc7 /l^ ^v^/l^^S, 5 b 7 <Z>v^ n 7/1^ ^^ti^ttfc* 

/Wfc*5 £t>*7 5 K&tf^tf g,^ x^r/^©WJ t LTtts 1 ^ b 6 

/K M 7©^^ D7;^/^^r/vW(f f,ti> 7 5 K#Oft#W 

T5 Fx 7*^/^-ee^$tt^^0^e>6^7^/l-S^lo*fc«2o 
T«$tbfc7 5 K> 75 K3E©»JK^^A/tf5*»6>7*fl«>71f^or 

(2) |B^J#-^ : 2 ~ 6 <Dt£frfrt>m&thZ>^-Tfrfr<07 - <> ^#14^7 5 / 
^aSOBfc^Sr^Wi-5^7 5 / SHKW*r£tf<:/^ K (^S&^T^ K) 

^i^^y. c t Lmmmmzfrtz^f- bw>;y b^jst $ 

& tt^&HfiiUi© C T L^»«f££rWi- 5 $ b fc 

IB#|#-J§- : 2 ~ 6 <^-f H/W-^nS^T^ K©Qfe3E7 5 7 ^SH^^t^T' 

5 /^Sa^J^f ^75 /S^£rog(c^tlrt53!ct7 5 /WKRI«r£ , 3K **oC 
T Lgliffitt^f t5^7f F^t5 fcfcU E*U##7<B7 
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5: / m&i\&#-l-z>^?- Kr±*38M©^^- Kofgi^fei^^^s. 

So 

5 ^©12^07^11^0^ (Tyr) „ 7x^77 = ^ 
(Phek T^*-^ (Met) SfcttMJ^b^T^ (Trp) T'fc 9 . C5fcC^T 5 
/^a^^/KT^^CPheK n^r^(Leu) N ^fyn-f v'V(Ile), MJ^b 
77 y (Trp) * fcf*^ ^ (Met) &*l/fV^ (J. Immunol. , 

152, p3913, 1994 N Immunogenetics, 41, pl78, 1995 N J. Immunol., 155, 
P4307, 1994) o iot, »W»C33lt KTftt, m^J#^ : 2 

^T*#5 : 

Arg Phe Phe Pro Asn Ala Pro Tyr Leu (IS^US^- : 5 3 ) N 
Arg Trp Phe Pro Asn Ala Pro Tyr Leu (ia?(I#-^- : 5 4) ^ 
Arg Phe Pro Gly Val Ala Pro Thr Leu (1H^J#-^- : 5 5) , 
Arg Met Pro Gly Val Ala Pro Thr Leu (M&W^r^r : 5 6 ) > 
Arg Trp Pro Gly Val Ala Pro Thr Leu (@B^J#-^ : 5 7 ) , 
Arg Phe Pro Ser Cys Gin Lys Lys Phe (IB^IJS^ : 5 8 ) N 
Arg Met Pro Ser Cys Gin Lys Lys Phe : 5 9 ) ^ 

Ala Phe Leu Pro Ala Val Pro Ser Leu (MM^^r : 60) , 
Ala Met Leu Pro Ala Val Pro Ser Leu (M&lgr^r : 6 1 ) N 
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Ala Tip Leu Pro Ala Val Pro Ser Leu <M&1^& : 6 2) x 

Asn Phe Met Asn Leu Gly Ala Thr Leu (BB#I#-^- : 6 3) „ 

Asn Met Met Asn Leu Gly Ala Thr Leu : 6 4) x 

Asn Tip Met Asn Leu Gly Ala Thr Leu (|B^!l#^- : 6 5 ) „ 



Arg Tyr Phe Pro Asn Ala Pro Tyr Phe (ia^J## : 1 2 ) > 
Arg Tyr Phe Pro Asn Ala Pro Tyr Trp (iB^J#^ : 1 3 ) > 
Arg Tyr Phe Pro Asn Ala Pro Tyr He (Si?!l## : 1 4 ) N 
Arg Tyr Phe Pro Asn Ala Pro Tyr Met (H#J#-^ : 1 5 ) . 

20 Arg Tyr Pro Gly Val Ala Pro Thr Phe (|B^J#-§- : 1 6 ) , 

Arg Tyr Pro Gly Val Ala Pro Thr Trp (fB#J#-§- : 1 7 ) ^ 
Arg Tyr Pro Gly Val Ala Pro Thr He ®B#J##- : 1 8 ) , 
Arg Tyr Pro Gly Val Ala Pro Thr Met (@B^J## : 1 9 ) , 
Arg Tyr Pro Ser Cys Gin Lys Lys Trp (lE^O^"^ : 20) , 

25 Arg Tyr Pro Ser Cys Gin Lys Lys Leu (IS^UI?-^ : 2 1 ) > 

Arg Tyr Pro Ser Cys Gin Lys Lys He (1E^J#-^ : 2 2 ) > 
Arg Tyr Pro Ser Cys Gin Lys Lys Met (IB^JS"^ : 2 3 ) > 
Ala Tyr Leu Pro Ala Val Pro Ser Phe (IB^J#-^ : 24) , 
Ala Tyr Leu Pro Ala Val Pro Ser Trp (@B5!J#-S§- : 25) , 
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Ala Tyr Leu Pro Ala Val Pro Ser He (M^lWr^r : 26) , 
Ala Tyr Leu Pro Ala Val Pro Ser Met (|B^J#-§- : 2 7 ) > 
Asn Tyr Met Asn Leu Gly Ala Thr Phe : 2 8) , 

Asn Tyr Met Asn Leu Gly Ala Thr Trp (H#J#-§- : 2 9 ) s 
Asn Tyr Met Asn Leu Gly Ala Thr He 0E#l## : 3 0) , 
Asn Tyr Met Asn Leu Gly Ala Thr Met (iB^I#-^- : 3 1 ) „ 

V) a*o>f > • ^CTLPIfitt«:lrt-5^W^ KaHS^Sft*. 
£3 : 

Arg Tyr Pro Ser Ser Gin Lys Lys Phe (ga^l^-^ : 66) , 
Arg Tyr Pro Ser Ala Gin Lys Lys Phe (ga^J#^ : 6 7 ) ^ 
Arg Tyr Pro Ser Abu Gin Lys Lys Phe : 68) Abufia- 

£jt±3fi'<^:*3SWO#fi9fc^^K^B9U"C 1 t>. HfifB (1-2) fcW*©*^ 
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-ymm&vm-rz^?- k> atria a-3) t nmto&Bw^ * i — 

.0 3„ *»W©^^K*=»— K-*"**^^^^^^ DNAClitifeot 

Arg Tyr Phe Pro Asn Ala Pro Tyr Leu (gB#I#-§- : 2) Sr^tf'*^ K*r=»- 

Arg Tyr Pro Gly Val Ala Pro Thr Leu 0E2?!!## : 3) Sr&t^^K^- 

20 Ki~*/Ky W^Ks 

Arg Tyr Pro Ser Cys Gin Lys Lys Phe <E*I## : 4) Sr^tP^T^ K& = - 

Ala Tyr Leu Pro Ala Val Pro Ser Leu GE#J## : 5) frgtr<'7W$:= 1 *- 

25 Asn Tyr Met Asn Leu Gly Ala Thr Leu QB?U## : 6) fr&tt^f 1 ? KSr=»- 

Arg Tyr Pro Ser Ser Gin Lys Lys Phe (IERJ## : 6 6) Sr^tf^^ K^ 3 

Arg Tyr Pro Ser Ala Gin Lys Lys Phe (ffi^f## : 6 7) Sr&tf*^ 
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Arg Tyr Pro Ser Abu Gin Lys Lys Phe (@fl#l##- : 6 8) [r. Abut±o - 

5 ~6 8<DV^^OT^ /^ia^I^tP^t° h—^^ff' K«r=*— Ki~5#9 ^ 
^WK^WbiiS. iOAfrWfcW:, 09*.tfia?fl## : 2~6*5,fct^6 6 
— 68 <D\ ^~fthfr<DT 5: / WagSffl<D lUit. tc mmU±: t — <~?*f- K t Sril 

^tl$#: 2~6:*3 < £0*6 6~6 8 OWf* tb^T ^ / ^1B^J^> 1 &&ftfe 2ffi£A 
10 _hi:«g^ja^^ft5feO^/W-?— ^T^K (0iJ;Lk£Phe Asn Asn Phe Thr Val Ser 

Phe Trp Leu Arg Val Pro Lys Val Ser Ala Ser His Leu Glu;IE?lJ#-^- : 3 2) 
t trm^^lt^f- Kfc = - K-f-S *°y^^ : 2 ~ 6 33 

£t)?6 6~6 8^>V^i a ^<7)T5:y^iS^J^»lffi*fcfl2®^_hi:Ala Gin Tyr 

He Lys Ala Asn Ser Lys Phe He Gly He Thr Glu Leu (IB?U#-5§- : 5 0, 
15 Clinical Cancer Res. , 2001, 7:3012-3024) t fcjStfc&Sitrfc^?* K«T=* — K"t" 

So 

fllfctf. l&^dS^fliB©*^. ^^-^LTte, PUC118, pUC119. pBR322 N 
pCR3^(D^^.5 K^^^-n *ZAPII N X&Wt£}*<0'7T'— ; &^# 9~ i&*&f 
25 fctlSo 1&^tf*#8:<E>»£\ ^^-iLT^ pYES2, P YEUra3ft WW bfl 

5o pAcSGHisNT-AfcWWkHSo If^SMfeffl 

pKCR. pCDM8, pGL2 N pcDNA3. l s pRc/RSV, pRc/CMV^ if 
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t-it. mmmi&atz*z£5^ fti/w^ His*;/. *>5v>»gst 

- (lac, tac N trc N trp, CMV, SV40^S3^n*- *-ft*f) 4:^5 GST«^^ 
WN'^K^mi-S^^^— (pGEX4Tftif) Myc. Hisfc ¥(D#?WM*:^1r 

( pc DNA3.1/Myc-Hisftif) „ £ V^Z/ft ^XMis* ? 

kWffl&P^'^W&ftWfrZ^i?*-- (pET32a) &£*&:fflV^r £:tfS-C*££o 

Ifbth&o XMmt^XK. E.coli K-125BjR<0HBlOl*5k C600$c, JM109tfc, DH5 
a m, AD494CDE3)«c*^ijirfb*t5. LT(4, U->y#n i? 

/Wtr^^iTjJS^tffcttS. IMWllll&iUm L9295&U&. BALB/c3T3« x 
C127«s CH0#aj&. GOSffiUfi. Vero&BI^ HelalU^ ¥&mf 

©*A^rjfeSrffiv^rf&v\ Atttfrtctty^tf^^Aife, deae-t^;* b7 

^ % hn^Wi/gyfe, *GHP*MJB!> t^K (Lipofectamine. 

Lipofectin; Gibco-BRL*±) Sr/BV^^ft 6>ftS. #A«U 
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(ill) 1&m<nffl& 

^#»JPS^^V^ JMfcftfcttx @B^J#-^: 2-6*5^6 6-6 8 WW?* 

$£oXWk~tZ) b&X& Z> (Current protocols in Molecular Biology edit. 
Ausubel et al. (1987) Publish. John Wiley and Sons. Section 11. 12~11. 13 N 
Antibodies; A Laboratory Manual, Lane, H, D. hM, Cold Spring Harber 
Laboratory Press ttiKS New York 1989) 0 

JMfctfrtCte, (0!l;Uiffi#I## : 2~6*5j;7j«6 6~6 8<D 

?IJ#-^ : 2~6*5«tTJ ? 66~68 <©V vf^fl^cfBlfciPT * ^ BfcIS£!ia* b ft S^fct 



WO 03/106682 




PCT/JP03/07463 



(Current protocols in Molecular Biology edit. Ausubel et al. (1987) 
Publish. John Wiley and Sons. Section 11. 4~11. 11) „ 

B5flH4«Wt, BCG ^U^^fU^-yW 

Bf^^nffetts. *fe&3*«fl&»f«\ >rv7nyHfes »i#6isa£tfe (ri 
a) . wm&sMim (eli sa) . %kft&z^te&m\femm£ym%MK 

wm, *mm, mm, fu^ mmmm. auras* mmm. m&mm> ^ 

( I V) *mW<D*nMM7Fffim 

*3SMf±x KA*o«ftR^ Ki: HL A-A 2 A^Mt<D 

HLA-A2 4^J©^O^^^^^fc^Ji^^#^U * - 
o^#<Df§^ $ ^fe«HBJia«r«F»«Jtz:*#i-S CTL *sfig* $ tut i i: L 
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*mm<D$im&^fate> xxwo**?'? k**©*^^? 1 k^hla- 

0iJx.k£@S?U#-*§- : 2~6*5«tt/6 6 — 6 8 <£>Vvf tt^fB^T 5: /mWfflfrb 
jfe 5 mm^^ K£HLA-A24tfiWi: ©&^;fiS;|tf ftiHBI&©^*B5 si* 

a- a 2 A^Mbif-mm^^ k * ©m-s-#£«*® 

»»Wam*l8M©-<^K W*.tfE&m*: 2~6*5j;t*6 6-6 8<0Wf*l, 

d^ciasftor 5; / &£?u£> e> ^si^^f K) SrA^-c^* u hla- 

5 (Cancer Immunol. Imraunother. , 46:82, 1998, J. Immunol., 158: 
pl796, 1997, Cancer Res., 59:pll84, 1999) 0 |IWS:fflV^51tli^ 

^»^GM-CSF*3«tt>lL-4#^TT*i#*UT#^^§T^b, MS&ffl 
Vofr^K (M^f*@a^i#^- : 2 — 6*5^^6 6 — 6 8 ©Vvf ft/WCfE^IB^JSr 
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^V^K^DNA<D#^« N Cancer Res., 56: p5672, 1996-^ J. Immunol., 161: 
p5607,1998^iftr##^bTfT5::^^-e#S„ £fc, DNA<75^& t>~? RNA^H 

184: P 465, 1996& if£##fc: bT*T 5 ^ i:^-e# 



(V) *»CTL 

^IPJte. KA3lW)«^^ KfcHL A-A2 4jrii^© 

fc£fl*W(tt-S C T L £r«i$rr 5» 

$ ^fc«lBISaSr»»«J^«»^* CTL tmm ^tifc^t^t 

f-Ft <om&ifc*:wm&}\z.mwtt-z> cult 3ii^Mft*ifefc*5vvr*r 

#3PJ!tf>CT Lf*. *3l5WO^^ KftJfe^flHWBC^^ KiHLA-A 2 4 

2~6*3,fct><6 6-6 8 ©V^-f ^^|Bft©T ^ / ^BB^b&SiSflft 
W^f- K^HLA-A2 4fflgt CTL Sr^Jf 5 

r.H**»W©^^K («*.tfB5«»: 2~6*5<tt56 6~6 8 0V^ttd> 
n-KtS^^^WK 2~6*5j;tJ*6 6~6 8 ©V^T 
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-f 9 — "CM V " t'ho -ej{jlj$rr <t 9 f^K§ flZ> (Journal of 

Experimental Medicine 1999, 190: 1669) „ 

5 

(VI) *l7^^tU-C©E5SSBj**x <£ffi*3J:l*#*fc 

io gbjfcfr^-f-sr 5„ 

(6-1) ^K^^KSr^^^i-S^^^^^ 

Kii^ CTKDiWIfLtfe!), if^tlfcCTLIi, 

^fy^HLA-A2 4itt^oWTlitt©St^Wt> 
(DHLA-A2 4ftI(^7 B f K (^Jx.f«^J#-^ : 2 ~6 *5<fctJ?6 6 ~ 6 8 (D 

m, ftf^, &mm, mmm^ m±mm, ^mm, $mmm<D®%m<D 
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TV^So Mx.fc£journal of Immunology 1998, 161: 3186-3194&£f3u ^tM^^ 
/^^HPSAS^HLA-A2, -A3, -All, B53#0l|C'|4C T tT ^mM^f^ 
F) tr^Ufc^30mer<O^trf— ^^W, ^y-^TWn©CT 

bfd@* (DinM^^ K*SH L AtfJK £ ttl^S:^ U WtU&fc 

tmm^Mmmm^m^mim^ £*u r. otg^^sw* ctl ^^^-e 

i:bT«> JCffi. (Clin. Microbiol. Rev. , 7:277-289, 1994) \Z.nM<Dh<Dft Z 
tf*j£/l3 RTf^T?* B * ^tt&fcttx t-ff^^ fflflfeft*j£a\ 

is^feibc^ &ts#> mmft&^ wtmft&ttz&^i-f 
vtmmz <t 9 jgi^s-r 5 - £ #-c# s ^ s m^o. oooimg-iooomg, m * b < 

0. 001mg~1000mg % J; b< f*0. lmg ~10mg-efc^ N rjX«r#B fcV^SfcB 

£ i pa-^-t-s ©*s0* bv\ 
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vivoT'^J^^C T - i: tfS^ftTV^. 0tJ;Lfc£ Journal of 

15 Immunology 1999, 162: 3915-3925^ F± N HBVS^HLA-A2^^^CH^^ K 6® 

HLA-All^l^tn^^^ K 3 mM, *5 <£ t>WW"?-^ tr h bfc 
-f^f^- KSr=»— Ki~SDNA. #\ ^ ^ • tf2j?T?-ttl/-^tt 

<D^c tr b -^*i-r 5 C T L SrSMIlfctefii* Ufc n £ ^|E« $ thX V n 5 o 

/V*^?* — \ZL£ttW&£XM:<Dm<D-%W; (B^lM^*, 1994<¥4j| -*§-, 
20-45H, JiflHWF. 36(1), 23-48(1994), ^E^tfJ, 12(15), (1994), *3 
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777SiW/^s ^sv^^VJjv*^ y9*/~T?>(A*^ i£y9**7 

^eofi<DMi tTft, mm^7x^p&w&ffifaftte®t$-irzjjm (dna 

KSrj£^I^^Ai-S in vivojfe. *5itJ«t: h^bfc5S©tt^i 
tMt*DNAM)&tiAU©»^flJrtl:It ex vivojfo&SfcS (0^1 
■p-^a^*, 1994^4^-^-, 20-45JI\ ^fUH*, 36(1), 23-48(1994). 
JfflJ, 12(15), (1994), :fc«fct>^;ftk<D3U3:«g) o in vivoft^ £ «9 0£ b 
15 V\ 

#^K^j;i3^#$tt#5o mm. mm, fsm^m^^ 

in vivoifefc J: Wfctf, »5W«0»W9^ 

(hvj) -y^y-A^) fc&v^-cte, jb?r*!L #a$Sk ^fr#i«^$r£ij 

25 (W^Cj;>3 5SiaBfiE-rSwidS"Tf#«^ 0. OOOlmg—lOOmg. 0£b< 

HO. 001mg~10mg<^*^PJ^^ y 35 ^ K£\ # 0 fcV> bftB K 1 
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tty ^«j&ifojiiL?Ri4o*^ it*s> *mm, mm, raws-®, m> 

10 (6-3) ^M©^*i^*ieJia*W2ft^i:*t'5*l7^^>' 

«t 5 JS#^Mi-*WHa8E^ (DCJfcifc) 36S|R#$^TV>« (Cancer Immunol. 
15 Immunother., 46: 82, 1998, J. Immunol., 158: p 1796, 1997, Cancer Res. , 

59: pll84, 1999, Cancer Res. , 56: p5672, 1996, J.Immunol., 161: p 5607, 
1998, J. Exp. Med., 184: p 465, 1996) 0 o XwfB^$£ W (Dl^M^^M!^ £ , 

20 m&-tz>K.mz s ^s^tk, y ^ga^e^as jy&fc (pbs) , mm&sttz. 

17 ^ ^ ^ trB^^^rt ^M-T r £ *C £ <9 , HLA-A 2 4 W^oWT 
-|4#MJttx IBtty^fflKcifOjiitttt©*^ 7cM> flfclffi> SL*. M 
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(6-4) &3gW<DCTL%:Ji%}m£k1r%m7??-^ 

tb^^^-M-r*^^fe^'^ ! &^m>a s M^6fet^.TV^§ (J. Natl. Cancer. 
Inst., 86: 1159, 1994) „ %tz.-**7 *(D* =7 J — ^T*fc3\ JPI^MS&'f V * ^ h 
n T'^nJfC^:^ KTRP-2 T*« U 0^^^°^ Kfcl#S8jfc CTL&M 

10 JfrfefrtT^S (J. Exp. Med., 185: 453, 1997) „ ^I*U£> #L®|§;^ffll&<Z>H L 

^%*IJ^ b-CS#M^J C T L Sri#^ Lfc^> :©CTL & A^fcMil^Rifett* 
«§W<Z> CTL &*3Wfc»" £ i- 5^ y * f-^ti, CTL Sr^^tJl^-r Sfcfe 

£m&mfo. v^mmm^M^m^ eras) n ^^^tfr^^sbv^ 

SulB^!7^^-^SrS#0#:p ft 3^Mi--i:^J:^s HLA-A2 4»oWT 
1 »if©^rtt'C T J; 3**BlS©0&#ft s JBtfS<Eii £*U &*|IIA&$r$EK 

^!7^>-f3u WT ljtfe^(D^m^/WJt#Sr#5^> «*.WtejfcL^ #M 

(vii) : 7 fcia^T ^ / m^i^t^^ wzm^ < ? 
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^P^^*3V^T> T 5: /^Sa^ll : Arg Val Pro Gly Val Ala Pro Thr Leu (IB 
5 W000/18795^#^*3V^TH L A- A 2 40fcJ^©^j£*££fB^&^5 ,/< ^^' 

So 

fl6oT*38Wtts ETR>a) ~f) : 
10 a) 7^|2^T5:/^ia^J^tP^^K. 

b) JbfBa^^^K&a — Ki"5#y^^ 

c) ±15 b) <D7$}) %9 Vtf^K^W'fS**'***^ 

d) JblBc) ©55^^^— Sr^^Ti-5*BI&, 

e ) JilB a ) (D-<^ K A*©*ttW^^ KiHLA-A2 4^ 

f ) ±IBa)©^KS*©jSftJS^Ki:HLA-A2 4$aSiO«^ 

25 9 9—^ ^t^»J:t;cTL©^iB^i*5 , ?tfc5„ 
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f^^Mi-^^^-efe^, -t^SMWttWO 02/47474 (HB&klilB : 2002^6^20 0, 
PCT/JPO 1/10885 (@6K|£UgB : 2001^12^ 12 0 (^3fe0 : 2000^12^ 13 0 ) ) ) 



HLA-A2402^V ^DNA^O^ P-^V^ 
( 1 ) HLA-A2402^y ADNAKff^©^ P — —i/;/ 
fc MiLA-A2402^V ADNA£rPCR^P-~^i-5fc#\ fc ME«»$;RERF- 
LC-AI5&SBJJS (3SSfi»Wa^>'^ RCB0444) %«f* U Genomic Prep Cells and 
Tissue DNA Isolation Kit (Amershan£b£D $tfBV\ Wtf<DZfv h3-^|Cfl§V\ 
fc h^yABNA^ttfiKU'fc. ^^7HLA^^«H^^HLA-A2402 
*f J ADNAiB^IJ^oV^-CGenBankx— X 9 p^fc £ - 6, Accession# 
#. Z72422^^i-^^(D-efco/c^ > i/p^E— (270bp) #S»£*L 

^dry^i~3. ^iW^hP^i—sSr^^i-^o ^er-e, ^P^e— ^ 

— 3r-^tpHLA-A2402-?V ADNAOPCR^ p — ^^fcfcfc 9 . 0*A^#V^HLA- 
A2601<D7 P P^E— <om^&\ (Accession#-5§% AB005048) £r##^HLA26-lF 

(5'-CCC AAG CTT ACT CTC TGG CAC CAA ACT CCA TGG GAT-3', 36mer N gB^!j# 
^: 3 6) Sr-LSft^-r^— £U f n V3fc^**t5i*aHB^fO— SP 

SrafeSE bfc O n -t-/ e e^*,Accession#-§-. Z7242205'* J; 9 1282# 3 <SrG3> bA 
£8fc3E bfcA24-Bgl II 30 (5'-CGG GAG ATC TAC AGG CGA TCA GGT AGG CGC-3', 
30mei\ m&m^: 3 7) SrTJfc^9^*^— t UTfllV^fc. 

y^£:Mc:feV^*Si-3**9HLAfl^ ai^y ^ l 3 3=T*$rHLA-A2402. 

<fc 5 fc^y 7 H L ASrflaR't'Sfc*^ HLA-A2402^y ADNA_Lflt <fc 19 -f ^ h P V 
3^3— K^ttSMPS^Bam HI§Pife*T^H-2K b >?V ^ b P ^3 J; <9 T 

^ft^trji^-r^fc^, HLA-A2402<7)^^ho> / 3^A^»JPS^Bgl IlMi^T 
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3'->5'(?5^^y^^ >T— ' -tfiHH&PiSiVWative Pfu DNA Polymerase 

(Stratagenett^) &;ilV\ ^^•©/p^3-;^^^V\ ±|B^7-r^ °T& 

JBV^THLA-A2402-?V ^DNA^fK-^PCR^ n — = i^&fT o fc e PCR{i95 < C45#t?^ 
5 aOsfflLfcSL 95°C45# N 66°Cl£\ & <fctJ*72 0 C 4#<S:351f>f Z )VW) M Ufc 

pBluescript<£»|£l|§Hind 111*5 «tt>*Bam HIijOI0r*Pffcfc 7 a ^ 

->Va ^*fe^£9*fl§#JM109 OiC#®rt±§!l) l^AU X-Gal*5 < ktJ<IPTG& 

io mfi ufcr ^ tr-> y >- (50 M g/mi) ^^tlb*^** (1*** y :/ h>\ 0. 5% 

h^^-^ h7^K l%NaCl N 2%*5c) -C«a^ft^7^5 K^A£HT 
( 2 ) HLA-A2402^n ^— ^ — ' W$.V>*&&W\<D®: , fe 

JzfB-C# bn^5WElfefr©4fflj!:oVN-r . 3ralOT ^tV y ^^TLBifi&fclT 
15 LfcOtb. #^K<88Mta&S£l'£i-3 7°7* 5 n -^^T/^ y ^ 

jfe (F.M.Ausubel£>$i> CURRENT PROTOCOLS IN MOLECULAR BIOLOGY, John Wiley 
& Sons, Inc.) \C <fc «9 Lfc. tftfZl, ABI PRISM™ 377DNA^-^^^iX^^ 

flUM^/Wi* ABI PRISM™ Dye Terminator Cycle Sequencing Ready Reaction 
20 ^yb (PE^^^AXifciSJ) SrJSWTs W^pF3-/«V>, 

— ^^thtft-r?) i:^^— £feLTl\fcr £ <fc <9\ GenBank^— lJlS» 
$ frT WjiV ^HLA-A2402<E>7 o ^ ^e— * — Hg^i£SIfi>W#:5£ £ frfc 0 * fc. 
Accession*-^. Z72422(^^Sia^J t n -^SrJfclfc Ufc £ C 5> PCR^f» 
25 btt^V^1t^l#lO^i3-^#^UTV^yh 0 

H-2K" tf; J*mm¥r<Dt xi—^-i/? 
(1) H-2K b ^V J>mm¥\<o?v— 
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^^^mmmmmMm, (atcctib-39) &%mvx^vxtf/j*wtet*& 

TaKaRa LA Taq TU */flV\ ^Pb^/V^V^ 

GenBankx - * K J: 0 P^fc 4: - *k 2 O^^^f $ *VC W* * *tT V ^fc 0 

-f-Zji^s Accession»#. v00746*3 J:tJ?v00747T'fc5 o v00746-Cf*^ V ^3 
^-^©H-2K b Jb«E4r3-Ki-51594bp««^ — ^> v00747t?tt-f V h n ^ 
7 0— ^jgOH^Kf-Tat^^- Ki-Sl837bpWWSS»$3vCV^. v00746*5J: 
T>\00747^«t 0 20^©f$tLT^^tLTV^'l' > h P ^3^t±ftOIR»*Bam 

H-2K b m^l-ttffil^^^^ffi^^ V ^^ W ^ Eb " CV>S (CelL ' 
25:683, 1981) „ S««IRBt^Fi:*iaH4*Hfi< B.Ov00746*>**y 5" 

3^=i-K£*L5H-2KB F3 (5'-CGC AGG CTC TCA CAC TAT TCA GGT GAT CTC-3', 
30mer. WW** : 3 8) W7^-tU v00747©**KlWRR«W 
Eco RI«WttSrftJBUfeH-2KB 3R (5'-CGG AAT TCC GAG TCT CTG ATC TTT AGC CCT 
GGG GGC TC-3', 38mer, &&&&& : 3 9) SrT^^ £ tt, TaKaRa LA 
Taq™ (^S3t*fctt^tfcS*) WT^Bfa-A*:^ JifEfltfti^ 
^^^VADNASr^^PCR^^^JfebfCo MSi^PCRte, 98°C10#33<tt>*66°C4^ 

itiMJt'lS^^/t T — v 5 ^ 9 — pBluescript<D$!lP5^^Kpn 1*3 XXI 

Eco Ri^^^7^y—>3^«fc9^UT«a^^7^^ K«T#fc. - 
<Dm&&*.7'9 * 5; K&42°C<Z) fc - h V a y * felt «fc 9 *flt«JM109 

mm ufc 0 w (ommmm- 3 « £3mi<DT ^ ^ v ^m^m^x-mmm u 

?iJi:v00747O^fifi^!=SrH:^b7ti: r. 6. 2 * xx-isXZzMftm* 1 *-B)f<z> 



10 



15 



20 



25 
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PCR^tf*> {fe^l^o— -jrBfOPCR^^fe^xfCo £fc> 3^n— V|B 
LTV^#v00747£ftfc3itta s 5 ^Ff^fefrfco -tbb^Bf^ ^ h 

5MM!^<^aHBJlW^*ft3&r * - * *"^* fc*»ofcfc*K 3'^5'<Z>^*- y 

( 2 ) H-2K b ^fyhn ^3O^Kia^lJC0^:^ 

*SfS«#<#!ft«^&ife5£"f"3fc*N Native Pfu DNA Polymerase 
(Stratagene*fc£S) fc«V\ *tf<D^n h 3-A^fl6V\ ' ±W»*' ***V * 

r.-m> v00746^3^£*vrV^H-2kb F5 (5'-AGG ACT TGG ACT CTG AGA GGC 
AGG GTC TT-3', 29mer, BftHt* ' 4 0) ^±Mzf^>( T-t UT/flVX 
v00747tC^$ttTVNSH-2kb 5R (5'-CAT AGT CCC CTC CTT TTC CAC CTG TGA 
GAA-3', 30mer, |3?IJ#^ : 4 l) SrlW? -f i LTj^7c 0 PCR{i95°C45 
^t*ltfct, 95°C45^ 68<Cl^\ *3j:m2 0 C4^^25^^/^«5Mb 
fctf>*>. 72 < CT?io#jxJfc£'S\ ^e<Dm4°C^^bfc 0 JiM^Sf^-Sr^r — 

^5 K-<^^-pBluescript«JPS^*Bam HI*3.fct*Bgl IlSOBrS&ffcfc^'f 
42^© t - b V 9 y * StfZl * «3 *»«JM109 (m#m±^) U X-Gal*3 £ 

t/iPTG^M* u^r ^ v ^msm^mm-vM*®:*-^ * - k*«*a3 n 

K^n-^*««U aflHBWfcflWbfc. 2f*feteJilB 

v00747*-C{i > 463bp-CfeS ^ t &¥U9! bfc„ 
(3) H-2K b ^/ ADNA<£>#^ 
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stria (2) x*fcmmmvmmt&i\&&:fe&*itczb\z£V), nmt-tz** 

m> mm (i) -&&htLit2mm<D?T2*-> s -r^^-M^mKPcmm^m^ 
i<xD?T2-i/ (H-2K b #26) . &&m'3&MK?cim&<nM^i^? ^ 

(H-2K b #20) fcft^bft5ri:tJ:5, gl$£1-<5H-2K b ^/ ATOM****** 

m #v-^%mmmmBgi im^^tmco Ri«rei»u ^^3^ 

-hv- 3 ^^fel-J:^^«JMl09 WU X-Gal*5j:mPTGSr 

&<D*MW**--*¥m^ ^mmm^mi^o 3i@<z^«*s&#&3mi 

7^*5s - ^T?#6»^fcH-2K b ^V ADNAO^SWJ^ MH^I^*-^ : 3 3 



###J3 

^9^7 AIWA (HLA-A2402/K" DNA) 

±MMMW 1 ^#&ftfcHLA-A2402<?V ADM^^Tf- 5 * ^ K (HLA- 
A2402#l) £»@^Bgl IlMlTijOlfrU *fc_t|B^»J2-e#e>H^H-2K b ^ 
y/ADMSr-^rrS^^S; K (H-2K b #20/26) ^iJPg^Bam HI$P{i-e^0»fb> 

JM109 (^#^i^> ^AU X-Gal*5j;mPTG%^bfcTVk 0 v/];^^LB 
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ftaSBWO^^atep? (HLA-A2402/K b DNA, ^A2402/K b WAtmirZ^b 
A2402/Tt b <D>7V ^BE^J&I&W^ : 3 3 m|B«^«. 

Zfn flKSU/t^^HLA*^ (HLA-A2402/K b it^) 

t UTatteT^ALTV^^EU^J&<fc«9s ISOGEN y TKVS^-l'tfcffiD 

? V ^bfa^f^fA (GIBCO HRLtfcSS) &fflV^T. #j-^o>3-M^ 
V \ ^«RNAO— ffPSr^J-Oligo (dT) 1 2 _ 18 \Z «fc V) mm^Rfo%ft^cWk&&f& 
UfCo 3€^ SRcDNA©— SPSrIOllCNBtive Pfu DNA Polymerase (Stratagene 

oH-2K b ftfc^£4™^i^CMmera-F2 (5'-CGA ACC CTC GTC CTG CTA CTC 
TC-3', 23mer, WS&Wt& : 4 2) S:, — #©Tflfc^9>f £ UTH-2K b «^ 
<D=-*y^8fc=i— F £ HaoHLA-A24025t^^ £ *B IrH4/&M&V ^Chimera-R2 (5'- 
AGC ATA GTC CCC TCC TTT TCC AC-3*, 23raer > @S^J#-^ : 43) £rfflV\ PCRfc 
95^453^^^® Vlt.^ 95°C45$\ 53°C 1 £\ *3 «t ^72^2^40^ 
^SgLfctf)^ 72°Ct?10^^$^ > ^r(D^4°C^*Pbfc 0 
^■©Jjg^ h7y^7^^h UfcEL4^Blia^*3V>-C<D^^^^l. lkbpitfc 
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? 31 ^*$3)T Ufc^> V tf>HLA-A2402/K b & 3 - K^S cDNA<D^S@a^J^ 

*3£*^ 0 ^^HLA-A2402/K b OcDNA<D^iB^J : lria^J#^- : 3 4^ 

HLA-A2402/K b <T>*f J AIE^J t : 3 4 ^fB^OcDNAlE^J £ <D{£BH^£r^ 



##M5 

W ^ p ^ Z %/ g ^fflDNA^^OMjt 

«»U^^7HLA3»e : ?-&=*— Ki"5^9^5 KllAtg«r*!l^*Hind III 
Eco RI, jg^^^-^^^^f^^PS^Dra IT?m^U^c 1% SeaKem GTG 

{^. V 7$i/v—i/#M) ^f/^mfmWiVtKD-h, *c*7?;j*mk*^mirz> 

y/V^SrHIlRl-^o ^r<^#> Prep-A-Gene purification^ y h (^^T^ - '7yF 
tt» *ffiv\ #t/ob=-«v\ J»7JW5?*IWIU l/io TB/<y7 
T- (lOmM Tris pH 8 N 0. ImM EDTA pH 8) fC^tS-i:^^ 



!^ £ LTH-2b^£3§m UT*5 «9 . HLA-A2402 1 

H-2K ^ ^limU•rV^^V^^^^j;6t 5 ^T*fc§ 0 ^ ^BSC57BL/6»«5© f 

7 ^ si 5/ ^ ^ * * ^HLA-A24j6jmtt^^C^^ UT % . F*J 
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f& 4 0 B <^ 9*'* lestt^saWP***^*^ U 6 ^ vi/ 

-t-fefcfcoi-^ 04-2, 05-u juitWB-eash^^^^y^^^^ 

W W7 * I- § r £ J: 9 14E5^0ffi £ 6EE«?Lbfc 0 * 

<D*<D3|2E, -rfe*>*04rls 04-5, *3 i tWH^ f 7 y t b 

Lfc. *©**>3|E. -T^^lO-5, 14-1, *&XtoBr2#h l ?l'X*S*~y*'«' 

r^fb7^^S'^' 7 9^^^ HLA-A2402it^T-^^n-^>-^ 
-e^bfc^7^^-, -t-**>^HLA26-lF (I^J*-^: 3 6) *5«fctM24-Bgl II 
30 (EM* : 3 7) *fflV^«DHAP««Sr«W^TaKaRa LA Taq » (MMfe 

^A««»tt«r s fTV\ 1. 5kbp<D7C£ £©DNA^ K^fetvS^^^SrSBSU-f S 



^W<!6-e#ffi^Hfci87^V, i-^^^04-2, 05-1, 04-1, 04-5, 04-6, 10- 
5 N 14-1, ^J:m5-2**©h7^^S'^ v ^^ j; ^ J.E.Coliganlb®, 
CURRENT PROTOCOLS IN IMMUNOLOGY, John Wiley & Sons, Inc. ©IBa&fcl^JPHfc 

^ S ^O^^^K-efe5HLA-A2402/K b (D«^M^mii> b 
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FITG^^HLA^Cft:B9. 12. 1 (Inraunotech*±i!Q T^febfc 0 *fd. */*n— f 
^ftFIT(^l«tH-2K b ^Cft:AF6-88. 5 (Pharmingen*±$!D T*l*lB44<^ ? * ^ 7 * I 

69>T^ -rfe*>fc04rL 04-5, 10-5. 14-1, *5 itWWCBA^ 7 

*I#^lftft3§mtf § ^£>*K r.^5^>04-l7'f> / ^^ § s 90*tB«rWi"*9'f ^ 

TffcSrfcflSWfea^fcofc. ffll©3?>f>\ ^^04-6, 04-2. *3«fc 

tj«05-i7^>'^fmA^7^i#M^^^^^^ ofc '» 8 ^ 

^ ^ h 9 ^ ^ * - * * ^ * * # f£ W * ti1t#s <DftW&&~? 
o*^bSr^bfc(D(i04-l7'l > ^<D&X*3botCo 



Hi^-A24gi^m±^MM^MteM^ 

J&fcU HLA-A2402/K b Sr^^^mi-^^K^«. Jurkat-A2402/K b Mfitrjtt 
(1) ^ES-'****- 0>fl*fft 

Tg^**J:0IH*&*fflU iMW&fcWRbfc. IS0GEN (=. ^tfc 
w^Uyffa^^^rA (GIBCO BRLtfcS© SrfflV^T, SSfl^* b = 

JBV\ ^©^ah3-;«ofc c -Ufc/^^-i: UCchi.PFl 

(5'-CCC AAG CTT CGC CGA GGA TGG CCG TCA TGG CGC CCC GAA-3\ : 4 

4) ^ -^®W7^^-i: UTchi.PRl (5'-CCG GAA TTC TGT CTT CAC 
OCT AGA GAA TGA GGG TCA TGA AC-3\ : 4 5) fcJflVMfc. PCR#95<C45 

#T?m^Sbfdm> 95TC46g\ 60°C1^\ jaitWSt^feMI^ b 

fcc»*» 72 < c-eio^-^s$^ ^o^4°c^^*Pbfc„ pciaisae^Sris^ 
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**-pdSNA3.1<+) (InvitrogenttSD k « 9 > HLA-AZ402^ tr 
(2) Jurkat$SJ3£^<Z>^A 

^ > jurkat« (ATCC T1B-152) 5X 10 6 ^@^OV^ N atfcT^ASltt (GIBCO 
BRLtfcSD SrfflV\ ^nl^-;H*\ mm^tt* 7HLAat^«r b7 V 
*:7a* hb/Co 96^V— h^0.5cell/well-e«mU 0. 6rog/ml<PGeneticin 

b*. 6** (6*n->0 

ttfc (A-2, A-4. A-6, A-9, A-10. A-ll) . ^frh<D*X\ A-lOfcfcVvtrfcA* 
e^©»3W«*t>i*i^o*ir. £ <fc 9 . n-^§rJurkat-A2402/K b Mi: UT 



Srfl#-e#S-i:^ << >- • tf (Int. J. 

Cancer., 87:553, 2000) . 

^ n "C\ b a^tJJ!C**©HLA-A24j&*14-<^ KHER-2/neu 7 8 0 . 7 8 , (M 

Pm^: 4 6) ^ja#**^^!>^MHC^7^II^I-A b ^^/^- 

K (Phe Asn Asn Phe Thr Val Ser Phe Trp Leu Arg Val Pro Lys Val 
Ser Ala Ser His Leu Glu;B*»* : 3 2) ^(^b^^^y^v^ 

DMSO^i 5 HER-2/neu 780 . 788 Sr40mg/ml^. fcfc'sA'/*-- <^ K&20mg/ml^ii 
*U ^@^7k-t?2mg/ral*5<J:mmg/ml^^Ufc 0 #7*^ V^fc/B 

-t\Z.£lQ water-in-oil^-^/Vv' 3 ^*rfm bfc„ 200 n KD^WmM* hv^X 

(04-1 =7 J:/) <Dm<D&.T\z.ftmi>tz.o m^mwBmmm 



WO 03/106682 




PCT/JP03/07463 



45 



Ufc 0 ACRES' 7 7— (0. 15MNH 4 C1, lOraM KHC0 3 , 0. ImM EDTA, pH7. 2-7. 4) \H 
-C^jfiL^aLfcflf«(^— UZXBmM (2,000 rad) Lfc^> H&IB^^ K*r 
100 /i g/mlT' 1 R#P B V^W* LTO. 7 X 10 6 ^/well-e24^^ b Lfc„ ^ 

' fa*"??" K^V^(^7X10 6 ^ / /wellO^Jia§rll^F^JB^"C 
37°CTT'S«^JSfTbfc (^/^K**»«ljig/ml) o RPMI1640 
j#%^10%FCS, lOmM HEPES. 20raM Xs-tfAs* % >\ lmMtVUf^^ h P 
ImM MEM#^T^/^ l%MEMlf* =• >\ 55/tM 2-7</^^ h*^/-^Sr«P 
JgfcBfc (CTMi#«$0 trlOmlfflV\ 6 0 RH^T ^ ■ K h nJ&fiftLfc. 

mSS/m 8 Lfcjurkat-A2402/K» 3. 7MBq/10 6 BX 5 1 Cr 

^ flt^B^^KSrlOO/xg/mlT-l^ra^/^UfCo (7^/v.^2Nf^ 

/HBMi^ra^^^K^^ioo/xg/mi^n) o -i^K*^^© 

_f^Jurkat-A2402/K b SrfllAWK^ U ^IlWRSftfc b 7 ^*S?a^ 

Immunol., 159: 4753, 1997) K «fc 9 Lfc„ *g*«:B 6 tii&kVX, 

$ H&l3HER-2/neu 780 . 788 £ K««CHLA-A24«l*tt*^®-<^ KT?*>* 

r.^^e>tT,TV>5MAGE-3 195 _ 203 (ia^J#-^: 4 7), CEAe 62 _ 660 «B#I## : 4 
8). *5j:tK:EA 268 . 277 (ia^J#^-: 4 9) SffflWC, H&IS £ P«©ClL«3Kgtt 
*WfeSrfTofco ^^0 7~g|9^-r o J^^UX, ^tbbmn^>HLA-A24^ 

£k±<Dlfe%:fr h . <£>HLA-A24 h7^^*-?'^^^^^ HLA-A24*&IJ|C 

^(DmtnM? ^KW^f KSrin vivo-*?flW5 r. £ tf>"C# 5tK 

mmm 1 

HLA^^-^-STfg^BB^J^^i-^^ife^BIMASy^ b (http://bimas.dcrt. 
nih.gov/molbio/hla_bind/) «:JBVvt\ _ hWTl T ^ J mm\*?<» HLA-A24fcfcJ|C 
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^<-f s f- KA : Arg Met Phe Pro Asn Ala Pro Tyr Leu 0E2ffl## : 8) 
KB : Arg Val Pro Gly Val Ala Pro Thr Leu Q8iSfflt% : 7 ) 
s<-?=f- KC : Arg Trp Pro Ser Cys Gin Lys Lys Phe GE^IIS • 9 ) 
s<-7*5- KD : Gin Tyr Arg He His Thr His Gly Val Phe : 1 0) 

y<-?*f- KE : Ala Tyr Pro Gly Cys Asn Lys Arg Tyr Phe QB&ifc& : 1 1 ) 

- -"C^^KAttt bWTlOT ^ / ^@EWfgl26-134<£^ KBttKS 
302-310&UU -<^KCtt417-425tfc^ tt>HS5286-294ffc^ 

Fmoc$£Kl«fc'9<a-ffcLfc 0 

^fcs ful35^§H^^ KA~COff§2&OT ^ / Bfcfc^n^fcttfcbfcafc* 

M^T"^ KlHOV N "C tiFraoc^^ <£ K> -o-^UfCo 

KF : Arg Tyr Phe Pro Asn Ala Pro Tyr Leu (5J2flI## : 2) 
^-f^ KG : Arg Tyr Pro Gly Val Ala Pro Thr Leu (MM^^ • 3 ) 
s^-j-zf- KH : Arg Tyr Pro Ser Cys Gin Lys Lys Phe (ia^J#^ : 4) 

^M^rff- KOftSWUCttfcoV^ ft<£##W-T#$£bfcHLA-A2402/K b b 

i> ^mhc^ 7 * ii<z>i-A b %m&^'* — Kt?fe z>mmm%m& 

^ K (Phe Asn Asn Phe Thr Val Ser Phe Trp Leu Arg Val Pro Lys Val Ser 
Ala Ser His Leu Glu;B*»* : 3 2) k*\C.4t4t&*7 s ? K* 
<>r*^«7*fc:&«Ufc. DMSO^^^m^^ Ktr^tt^tl^Omg/ml. 

^ /W ^ K^20mg/ml^^U $ b ^^.a^^K^2mg/ml33 «fcT*lmg/ml 

^Ti^oL^^ b (IFA) tiB^-S rtti?) water-in-oil^"^/^a 
U 200MlO^^^/^3^HLA-A2402/K b h 7 V 9 ^ 

h«S#te-C*9Bfe*U JPMW6*iaift-P»b/t. (0.15MML.C1, 
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10mMKHC0 3N 0. IraM EDTA, pH7. 2-7. 4) \Z.Xf&tin#m LfcMJ3&<£— Ift&XM^ 

(2,000rad) bfcfK HufB^dg-<^ K^rl00/z g/mlT'lH^V^* bT7X 10 6 
j®/weire2 4:ftyV-- K««bfc 0 Z.O)t%, &mtt ' ft^?-WV*<D 

7x io s m/*e\i<Dnni&*nmz.Mx.x'src-Tx»s 0 p^m ^ • ^ v v*mw%^ 

bfd 0 :i<£$S<£>Ml£ LT, RFMI-1640*t*fe^lO%FCS N lOraM HEPES. 20mM h-^JV 
? 5; ^ N ImM tVUf^t bp ImM WWE&MT 5: y 1% MEMfcf^ ^ ^ 

55 2-^/^^h^^y— /I'Sr/llV^Co 

mz., i$m^^xMmmmmmL%?T<>K. 0 n^Mm en ^b-c, jurkat- 

A2402/K b j» 8) . *3 .fct^^ b/cJurkat-A2402/K b »«T 

ffiV^fc 0 r^b<DMf^3.7MBq/10 6 ^-e 51 Cr7^^U -<^K^^ttl00/i 

iJP) o -f^' If M3$!jm^bfc#^^7^^^-« (E) i:U E/Tit 
80^33V^^$^Tx IR#fiH4«: sl Cr!J V — *T tr*4 (J. Immunol., 159: 
4753, 1997) ^£9M5£bfc 0 fS*«rH 1 0 HH 1 7 fc^*". Y$ftf4«#^tt«T 
XiOl, 2, *5<fct^3fi N 3EEO-^^^(Z)^lfr#-i-^i-o 

^£^-n i/^KiBfeSE bfcafc^H^?- KGf*. KB J: 9 iSv^&ggMte*:?* b 

fc 0 $ ^> Jim^rf^ Yk£i&XK<D%i2tiL<DT 5 7 i/^fc&W. bfc 



KWTia^Rfr^^^Kl-J:^CTL^ ^ (II) 

1 i: BIMAS y 7 K »C <fc <9 $ *bfc> HLA-A24^tm^<D«l^'^ia 
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s<-?f- KK : Ala Leu Leu Pro Ala Val Pro Ser Leu (M^l^r^r : 5 1 ) 
-r^rf^f- KL : Asn Gin Met Asn Leu Gly Ala Thr Leu (iB^J#-§- : 5 2) 
s<-7*f- KI : Ala Tyr Leu Pro Ala Val Pro Ser Leu (ia#J#-§- : 5 ) 
^rff- KJ : Asn Tyr Met Asn Leu Gly Ala Thr Leu (M^W^r : 6 ) 

- - -Q^ff- KKttt ym\<DT 5 /^sa^iJ ^io-i8{4^ atc^zf?- fusm 



mmztnt^7=**-*ii* (e) wmmi& en kvx^mt^^Ycz 

^,W*LfcJurkat-A2402/K b ^^ E/litS0\Z^X^m #£itr?£t£& 
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|&©i&*B£UT\ 45%RPMI1640, 45%AIV > 10%##ft;t: bABJiiLHN 
T 5 y ft. 25ng/ml 2-* A/'ft'f h^f J — /K 50mg/ml * M^;/ b W 
50U/ml ^S/P^feflVyfc. ±1B©#*©** «Sr2X10 6 «/^^/H^ 
miU IsXtff?— (responder) ||IU&£ bfc <ffi^> ±IB^I^C^A^6> 

P3&b> ^ir 5; a. — (stimulator) Ufc Q 

US (T) £ bT 61 CrT^I^UfcHLA-A24^t4OClR-A*2402^ (Int. J. Cancer, 
81, P 387, 1999) &EW#7©55«ffi^^ K*^^ bfclBJfi^V\ -LIB 

ttLfcfHB (x7x^-» (E) &E:TttlO N 20*fcl440^*V^^**. 
M^^RERF-LC-AI«, WTHH4^HU-A2402»tt©l»a«IBia«*ll-18»IJia. * 

fcOTllt^4^HLA-A24^^4^J»^J&t*ll-l8*^alas^fflv^Ts mm\z-±.m<o=^7 
24^i- 0 mm^f- h-tetv^mm^^ «t o ut^^^x * 

ftU&tt^ WTl £ HLA-A2402d^tC|^4(ORERF-LC-AI^aia^^.%#MW^^*i- ; 5 - 
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KH (Arg Tyr Pro Ser Cys Gin Lys Lys Phe ; W&m^r : 4) (3:fS5{£ 

T ^y^ 4fctta-r^i«t«l'fc«f»<^l f { v< ~f s ?~ FM S N. 

0) Sr^J&U ^raveaxtfM' ^' ^-CO^MSIBttSrtWUfc. 

y<~f=f- KM : Arg-Tyr-Pro-Ser-Ser-Gln-Lys-Lys-Phe (IB2W# : 6 6) 
FN : Arg-Tyr-Pro-Ser-Ala-Gln-Lys-Lys-Phe (@B^IJ## : 6 7 ) 
FO : Arg-Tyr-Pro-Ser-Abu-Gln-Lys-Lys-Phe (fa^IJ## : 6 8 ) 

£V) sl CrV V— XT-y-tJ (J.Immunol 1997; 159:4753) SrHJfcU 

mz*n±^-7=.*?-*m (e) wt^> im*fcttH*^^. 

YYfe,*j\,* „ & 5 V F^'^* <£> Jurkat-A2402/K b Wlfe&W&M!& 
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ft 3ft <D m ffl 

1. £JLT^T5:/^ia^J : 

Arg Tyr Phe Pro Asn Ala Pro Tyr Leu (H#l#-§- : 2) > 

Arg Tyr Pro Gly Val Ala Pro Thr Leu (5i#I## : 3 ) N 

Arg Tyr Pro Ser Cys Gin Lys Lys Phe (MM^r^r : 4) N 

Ala Tyr Leu Pro Ala Val Pro Ser Leu (1B^(I#-^ : 5) > teXXf 

Asn Tyr Met Asn Leu Gly Ala Thr Leu (H^J^-^ : 6 ) „ 

2. Ba^!l#^: 2. 3, 4. 5 *3<fctf6 <Dfc3ta&>&3Btf ft5 Wf fli>*<DT ^ 

J mSBMfr e> ft 5 , ffit^ 1 IBlfc©^^ Ko 

3. 1E^J#-^:2 N 3. 4, 5*5J:tJ«60ft^^fitb^V^^^T5 

A - A 2 4Mtt©C T LifSttlrf K (fcfcU BWtf7©7 

4. ib^j#-^:2. 3. 5*sj:t56©3&^e>aKt^sv>i*tt^©r^/» 

^fcf* a -T 3; 7 gg^^e^bfc^T 5 7 gfelfi^J CK2W# : 6 6, 6 7^fc 

fi6 8) Sr^tfs flW»K3B«t®^^K- 

7. ia^JS#:2. 3, 4. 5*5it;60»f>Ili^5VNf^©7? 

3 ~ 6 ©V^i^^fBtt^^ Ko 

8 . 1-7 ©V>?^jNBB©*<:^ KSr a - Hi - * # P * * K c 

9 . |B^J#-^ : 2 ~ 6 *5 <fcTJ*6 6-68 (Dft^b^^SV>"T^OT ^ 
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l l . l OWMafBSb** ^-^^Ti-SlBte. 

1 2 . «3^^ 1 1 lB*^»£r> K^HSaRTIB^^T-CWItr S - 

i 3 . i~7 m^^tam©^^ k ^nift fc^-r s 

l 4 . if** 1-7 m^^lBitO^^ K**©«^»-<^ K£HL 

a - a 2 4 Sim t <Dfc&fr&w£ £ v ^ mm^ffc* 

1 5. E£tt##: 2~6*5<fct>*6 6~6 8©*^6>Srfn5V^^©T 

A-A2 4ftgiWM^Iflt5CTL 0 

1 7. IB^J#-^ : 2~6*3.fct*6 6~6 8©*A^6>3BHr*tSV^*td»©T 
^ / ^IS^ h 3 «*n^<^ KiHLA-A2 4tt»fe &tt«W 5 > 

i s . mm i~7 (o^-rtifrmmo^?- h\ rn-^m s 9 ia*w># 

yjs^^K «WC«l0WK©«a^*-. IB*©*** It* 

1 9 . m&m i~7 o v vr^ia**©^?- k> 8 * fer± 9 mmvtf 

2 0 . St** 1 ~ 7 ^V^T^^IBS©^^ §»** 8 9 

*1 4**:ttl 5|ES^®*i^«s Jfo^ttJf#*l 6*fct±l 7IBSOC 
2 1. ^^^fc{^gS-r6fcJ6(7)^T*fco-C, ii**l~7(DV^T*L 
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f)^m<o^r^ k m*s 8 * fctt 9 ib*w># y * * v*^ Ks mm i o ism 

2 2. £TF<£>a) ~f ) 

a) Arg Val Pro Gly Val Ala Pro Thr Leu (ffi^J## : 7) fe^tf^^ b% 

b) _h|Ba)(D-<^K«r = -Fi- ; 5^y^^^^Ks 

c) ±iab) ©^y^^v^-KSr^Wfa**^^^ 

d) ±ibc) «^r^"**«a. 

e ) _h|B a ) <O^T/^ Y&dkVffltm^?- Ki:HLA-A2 4ttBi 

f ) ±|B a ) Kft*©*^^^ KiHLA-A2 4tt»fc ©^fr 

2 3 . UT<D a ) ~ f ) : 

a) IB^IJ#-^: 7©7 5ypHa^tri/fb\ 

b) _h|Ba)0-<^K^3-K-r6^y^^^^K 

c) _LfBb) (Dtfyxfl'ttFttttZ&Ss***--* 

d) -hiac) ©is^^^— «r^^ri-**wiaN 

e ) JtfB a ) K**©*ttftJB^^ KfcHLA-A2 4RWi ©tt^fr 

f ) ±13 a ) (D^f=f- K * SfeOfctfiJi^:^ K£:HLA-A24«JK£: 
Ir^tSCTL, 

2 4. £TFtf>a) ~ f ) : 
a ) mWr^ 7<OT^J WRfflfr£t*<7'?' K% 

b) ±|Ba)<D-<^KS:3-Ki-5^y^^^^^ 

c) ±ISb) <dt$v ^^FZ^iTZzm^* 
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d) _h|Ec) <D3ms<9 9— *rgrtW-SIW6* 

e ) _hia a ) (D^^- K m&V&fflJfS*?'?' Ki:HLA-A2 4SIt <Dm.&& 

f ) JslB a ) (Z)-<^ Kft %(D^mM^^ K^HLA-A24^lJ1^ (Dm&fc 
»t5CTL, 

2 5. S^^fc^B5-r5fc^(7)^T'feoT, »T©a) ~f) : 

c) ±ia b) (dtkp^^ v^Ftr^i-^^m^^-> 

d) jiiac) o^m^^^-^w-ra^. 

e ) ±JB a ) <D^f^ Kfc*©*^^^ Ki:HLA-A2 4ftgi 

f ) ±JB a ) ©-^^ K* m<Dm$m^^ K£HLA— A 2 4ljiMt (om&w- 
«tSCTL, 

V^HLA-A24 mtt^oWT 1 ^CO^B#^S^-i~ 5 ^Sfe, 
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^fi*J$fflflS : RERF-LC-AI^fflBS (WTlP§14> HLA-A2402B§1x) 

H faliffilfe :LK87*fflllS (WT1RI14. HLA-A2402|^t£) 

*glft*HJfe : H-18$iHa (WTlPilx. HLA-A2402H14) 
-O- X7x*2-*HM& : ^Sl^^KSHa 

^fl*J$fflBS : RERF-LC- AI$!BJjS (WTlBiix, HLA-A2402fl§14) 

^#J$fflHS :LK87JfeillS (WTlPilx, HLA-A2402|gfx) 

IM: H-l8*fflH&(WTlPi1x. HLA-A2402H14) 
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SEQUENCE LISTING 



<110> Haruo Sugiyama 

Chugai Seiyaku Kabushiki Kaisha 

Sumitomo Pharmaceuticals Company, Limited 

<120> HLA-A24 restricted tumor antigen peptide 

<130> 663830 

<150> JP 2002-171518 
<151> 2002-6-12 

<150> JP 2002-275572 
<151> 2002-9-20 

<160> 68 



<210> 1 
<211> 449 
<212> PRT 

<213> Homo sapiens 
<400> 1 

Met Gly Ser Asp Val Arg Asp Leu Asn Ala Leu Leu Pro Ala Val Pro 
15 10 15 

Ser Leu Gly Gly Gly Gly Gly Cys Ala Leu Pro Val Ser Gly Ala Ala 
20 25 30 

Gin Trp Ala Pro Val Leu Asp Phe Ala Pro Pro Gly Ala Ser Ala Tyr 
35 40 45 

Gly Ser Leu Gly Gly Pro Ala Pro Pro Pro Ala Pro Pro Pro Pro Pro 
50 55 60 

Pro Pro Pro Pro His Ser Phe He Lys Gin Glu Pro Ser Trp Gly Gly 
65 70 75 80 

Ala Glu Pro His Glu Glu Gin Cys Leu Ser Ala Phe Thr Val His Phe 
85 90 95 

Ser Gly Gin Phe Thr Gly Thr Ala Gly Ala Cys Arg Tyr Gly Pro Phe 
100 105 HO 

Gly Pro Pro Pro Pro Ser Gin Ala Ser Ser Gly Gin Ala Arg Met Phe 
115 120 125 
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Pro Asn Ala Pro Tyr Leu Pro Ser Cys Leu Glu Ser Gin Pro Ala He 
130 135 140 

Arg Asn Gin Gly Tyr Ser Thr Val Thr Phe Asp Gly Thr Pro Ser Tyr 
145 150 155 160 

Gly His Thr Pro Ser His His Ala Ala Gin Phe Pro Asn His Ser Phe 
165 170 175 

Lys His Glu Asp Pro Met Gly Gin Gin Gly Ser Leu Gly Glu Gin Gin 
180 185 190 

Tyr Ser Val Pro Pro Pro Val Tyr Gly Cys His Thr Pro Thr Asp Ser 
195 200 205 

Cys Thr Gly Ser Gin Ala Leu Leu Leu Arg Thr Pro Tyr Ser Ser Asp 
210 215 220 

Asn Leu Tyr Gin Met Thr Ser Gin Leu Glu Cys Met Thr Trp Asn Gin 
225 230 235 240 

Met Asn Leu Gly Ala Thr Leu Lys Gly Val Ala Ala Gly Ser Ser Ser 
245 250 255 

Ser Val Lys Trp Thr Glu Gly Gin Ser Asn His Ser Thr Gly Tyr Glu 
260 265 270 

Ser Asp Asn His Thr Thr Pro He Leu Cys Gly Ala Gin Tyr Arg He 
275 280 285 

His Thr His Gly Val Phe Arg Gly He Gin Asp Val Arg Arg Val Pro 
290 295 300 

Gly Val Ala Pro Thr Leu Val Arg Ser Ala Ser Glu Thr Ser Glu Lys 
305 310 315 320 

Arg Pro Phe Met Cys Ala Tyr Pro Gly Cys Asn Lys Arg Tyr Phe Lys 
325 330 335 

Leu Ser His Leu Gin Met His Ser Arg Lys His Thr Gly Glu Lys Pro 
340 345 350 

Tyr Gin Cys Asp Phe Lys Asp Cys Glu Arg Arg Phe Ser Arg Ser Asp 
355 360 365 

Gin Leu Lys Arg His Gin Arg Arg His Thr Gly Val Lys Pro Phe Gin 
370 375 380 
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Cys Lys Thr Cys Gin Arg Lys Phe Ser Arg Ser Asp His Leu Lys Thr 
385 390 395 400 

His Thr Arg Thr His Thr Gly Lys Thr Ser Glu Lys Pro Phe Ser Cys 
405 410 415 

Arg Trp Pro Ser Cys Gin Lys Lys Phe Ala Arg Ser Asp Glu Leu Val 
420 425 430 

Arg His His Asn Met His Gin Arg Asn Met Thr Lys Leu Gin Leu Ala 
435 440 445 



Leu 



<210> 2 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 2 

Arg Tyr Phe Pro Asn Ala Pro Tyr Leu 
1 5 



<210> 3 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 3 

Arg Tyr Pro Gly Val Ala Pro Thr Leu 
1 5 



<210> 4 
<211> 9 
<212> PRT 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 4 

Arg Tyr Pro Ser Cys Gin Lys Lys Phe 
1 5 



<210> 5 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 5 

Ala Tyr Leu Pro Ala Val Pro Ser Leu 
1 5 



<210> 6 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 6 

Asn Tyr Met Asn Leu Gly Ala Thr Leu 
1 5 



<210> 7 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 7 

Arg Val Pro Gly Val Ala Pro Thr Leu 
1 5 



<210> 8 
<211> 9 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 8 

Arg Met Phe Pro Asn Ala Pro Tyr Leu 
1 5 



<210> 9 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 9 

Arg Trp Pro Ser Cys Gin Lys Lys Phe 
1 5 



<210> 10 
<211> 10 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 10 

Gin Tyr Arg He His Thr His Gly Val Phe 
1 5 10 



<210> 11 
<211> 10 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 



<400> 11 

Ala Tyr Pro Gly Cys Asn Lys Arg Tyr Phe 
1 5 10 
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<210> 12 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 12 

Arg Tyr Phe Pro Asn Ala Pro Tyr Phe 
1 5 



<210> 13 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 13 

Arg Tyr Phe Pro Asn Ala Pro Tyr Trp 
1 5 



<210> 14 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 14 

Arg Tyr Phe Pro Asn Ala Pro Tyr He 
1 5 



<210> 15 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
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<400> 15 

Arg Tyr Phe Pro Asn Ala Pro Tyr Met 
1 5 



<210> 16 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 16 

Arg Tyr Pro Gly Val Ala Pro Thr Phe 
1 5 



<210> 17 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 17 

Arg Tyr Pro Gly Val Ala Pro Thr Trp 
1 5 



<210> 18 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 18 

Arg Tyr Pro Gly Val Ala Pro Thr He 
1 5 



<210> 19 
<211> 9 
<212> PRT 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 19 

Arg Tyr Pro Gly Val Ala Pro Thr Met 
1 J 5 



<210> 20 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 20 

Arg Tyr Pro Ser Cys Gin Lys Lys Trp 
1 5 



<210> 21 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Pepti 
<400> 21 

Arg Tyr Pro Ser Cys Gin Lys Lys Leu 
1 5 



<210> 22 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 



<400> 22 

Arg Tyr Pro Ser Cys Gin Lys Lys He 
1 5 
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<210> 23 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 23 

Arg Tyr Pro Ser Cys Gin Lys Lys Met 
1 5 



<210> 24 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 24 

Ala Tyr Leu Pro Ala Val Pro Ser Phe 
1 5 



<210> 25 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 25 

Ala Tyr Leu Pro Ala Val Pro Ser Trp 
1 5 



<210> 26 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 



<400> 26 
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Ala Tyr Leu Pro Ala Val Pro Ser He 
1 5 



<210> 27 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 27 

Ala Tyr Leu Pro Ala Val Pro Ser Met 
1 5 



<210> 28 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 28 

Asn Tyr Met Asn Leu Gly Ala Thr Phe 
1 5 



<210> 29 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 29 

Asn Tyr Met Asn Leu Gly Ala Thr Trp 
1 5 



<210> 30 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 30 

Asn Tyr Met Asn Leu Gly Ala Thr He 
1 5 



<210> 31 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence*. Synthetic Peptide 
<400> 31 

Asn Tyr Met Asn Leu Gly Ala Thr Met 
1 5 



<210> 32 
<211> 21 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 32 

Phe Asn Asn Phe Thr Val Ser Phe Trp Leu Arg Val Pro Lys Val Ser 
15 10 15 

Ala Ser His Leu Glu 
20 



<210> 33 
<211> 3857 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: The DNA region from position 1 to position 
1550 is derived from human, and the DNA region from position 1551 to position 3857 
is derived from mouse. 

<400> 33 
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840 
900 
960 



aagcttactc tctggcacca aactccatgg gatgattttt cttctagaag agtccaggtg 60 

gacaggtaag gagtgggagt cagggagtcc agttcaggga cagagattac gggatgaaaa 120 

gtgaaaggag agggacgggg cccatgccga gggtttctcc cttgtttctc agacagctct 180 

tgggccaaga ttcagggaga cattgagaca gagcgcttgg cacagaagca gaggggtcag 240 

ggcgaagtcc cagggcccca ggcgtggctc tcagggtctc aggccccgaa ggcggtgtat 300 

ggattgggga gtcccagcct tggggattcc ccaactccgc agtttctttt ctccctctcc 360 

caacctatgt agggtccttc ttcctggata ctcacgacgc ggacccagtt ctcactccca 420 

ttgggtgtcg ggtttccaga gaagccaatc agtgtcgtcg cggtcgctgt tctaaagtcc 480 

gcacgcaccc accgggactc agattctccc cagacgccga ggatggccgt catggcgccc 540 

cgaaccctcg tcctgctact ctcgggggcc ctggccctga cccagacctg ggcaggtgag 600 

tgcggggtcg ggagggaaac ggcctctgcg gggagaagca aggggcccgc ctggcggggg 660 

cgcaagaccc gggaagccgc gccgggagga gggtcgggcg ggtctcagcc actcctcgtc 720 

cccaggctcc cactccatga ggtatttctc cacatccgtg tcccggcccg gccgcgggga 780 

gccccgcttc atcgccgtgg gctacgtgga cgacacgcag ttcgtgcggt tcgacagcga 

cgccgcgagc cagaggatgg agccgcgggc gccgtggata gagcaggagg ggccggagta 

ttgggacgag gagacaggga aagtgaaggc ccactcacag actgaccgag agaacctgcg 

gatcgcgctc cgctactaca accagagcga ggccggtgag tgaccccggc ccggggcgca 1020 

ggtcacgacc cctcatcccc cacggacggg ccgggtcgcc cacagtctcc gggtccgaga 1080 

tccaccccga agccgcggga ccccgagacc cttgccccgg gagaggccca ggcgccttaa 1140 

cccggtttca ttttcagttt aggccaaaaa tccccccggg ttggtcgggg ccgggcgggg 1200 

ctcgggggac tgggctgacc gcggggtcgg ggccaggttc tcacaccctc cagatgatgt 1260 

ttggctgcga cgtggggtcg gacgggcgct tcctccgcgg gtaccaccag tacgcctacg 1320 

acggcaagga ttacatcgcc ctgaaagagg acctgcgctc ttggaccgcg gcggacatgg 1380 

cggctcagat caccaagcgc aagtgggagg cggcccatgt ggcggagcag cagagagcct 1440 

acctggaggg cacgtgcgtg gacgggctcc gcagatacct ggagaacggg aaggagacgc 1500 

tgcagcgcac gggtaccagg ggccacgggg cgcctacctg atcgcctgta gatcctgtgt 1560 

gacacacctg taccttgtcc cccagagtca ggggctggga gtcattttct ctggctacac 1620 

acttagtgat ggctgttcac ttggactgac agttaatgtt ggtcagcaag gtgactacaa 1680 

tggttgagtc tcaatggtgt caccttccag gatcatacag ccctaatttt aatatgaact 1740 

~ - lg00 

1860 
1920 
1980 
2040 



caaacacata ttaaattagt tattttccat tccctcctcc attctttgac tacctctctc 
atgctattga acatcacata aggatggcca tgtttaccca atggctcatg tggattccct 
cttagcttct gagtcccaaa agaaaatgtg cagtcctgtg ctgaggggac cagctctgct 
tttggtcact agtgcgatga cagttgaagt gtcaaacaga cacatagttc actgtcatca 
ttgatttaac tgagtcttgg gtagatttca gtttgtcttg ttaattgtgt gatttcttaa 

atcttccaca cagattcccc aaaggcccat gtgacccatc acagcagacc tgaagataaa 2100 

gtcaccctga ggtgctgggc cctgggcttc taccctgctg acatcaccct gacctggcag 2160 

ttgaatgggg aggagctgat ccaggacatg gagcttgtgg agaccaggcc tgcaggggat 2220 

ggaaccttcc agaagtgggc atctgtggtg gtgcctcttg ggaaggagca gtattacaca 2280 

tgccatgtgt accatcaggg gctgcctgag cccctcaccc tgagatgggg taaggagagt 2340 

gtgggtgcag agctggggtc agggaaagct ggagctttct gcagaccctg agctgctcag 2400 

ggctgagagc tggggtcatg accctcacct tcatttcttg tacctgtcct tcccagagcc 2460 

tcctccatcc actgtctcca acatggcgac cgttgctgtt ctggttgtcc ttggagctgc 2520 

aatagtcact ggagctgtgg tggcttttgt gatgaagatg agaaggagaa acacaggtag 2580 

gaaagggcag agtctgagtt ttctctcagc ctcctttaga gtgtgctctg ctcatcaatg 2640 

gggaacacag gcacacccca cattgctact gtctctaact gggtctgctg tcagttctgg 2700 

gaacttccta gtgtcaagat cttcctggaa ctctcacagc ttttcttctc acaggtggaa 2760 

aaggagggga ctatgctctg gctccaggtt agtgtgggga cagagttgtc ctggggacat 2820 

tggagtgaag ttggagatga tgggagctct gggaatccat aatagctcct ccagagaaat 2880 
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cttctaggtg cctgagttgt gccatgaaat gaatatgtac atgtacatat gcatatacat 2940 

ttgttttgtt ttaccctagg ctcccagacc tctgatctgt ctctcccaga ttgtaaaggt 3000 

gacactctag ggtctgattg gggaggggca atgtggacat gattgggttt caggaactcc 3060 

cagaatcccc tgtgagtgag tgatgggttg ttcgaatgtt gtcttcacag tgatggttca 3120 

tgaccctcat tctctagcgt gaagacagct gcctggagtg gacttggtga cagacaatgt 3180 

cttctcatat ctcctgtgac atccagagcc ctcagttctc tttagtcaag tgtctgatgt 3240 

tccctgtgag cctatggact caatgtgaag aactgtggag cccagtccac ccctctacac 3300 

caggaccctg tccctgcact gctctgtctt cccttccaca gccaaccttg ctggttcagc 3360 

caaacactga gggacatctg tagcctgtca gctccatgct accctgacct gcaactcctc 3420 

acttccacac tgagaataat aatttgaatg taaccttgat tgttatcatc ttgacctagg 3480 

gctgatttct tgttaatttc atggattgag aatgcttaga ggttttgttt gtttgtttga 3540 

ttgatttgtt tttttgaaga aataaatgat agatgaataa acttccagaa tctgggtcac 3600 

tatgctgtgt gtatctgttg ggacaggatg agactgtagc agctgagtgt gaacagggct 3660 

gtgccgaggt gggctcagtt tgctttgatc tgtgatgggg ccacacctcc actgtgtcac 3720 

ctctgggctc tgttccctct atcactatga ggcacatgct gagagtttgt ggtcacaaag 3780 

acacagggaa ggcctgagcc ttgccctgtc cccaggatta tgagccccca gggctaaaga 3840 

tcagagactc ggaattc 3857 



<210> 34 
<211> 1119 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence: The DNA region from position 1 to position 
618 is derived from human, and the DNA region from position 619 to position 1119 
is derived from mouse. 



<400> 34 

atg gcc gtc atg gcg ccc cga acc etc gtc ctg eta etc teg ggg gec 

Met Ala Val Met Ala Pro Arg Thr Leu Val Leu Leu Leu Ser Gly Ala 
5 10 15 



ctg gcc ctg acc cag acc tgg gca ggc tec cac tec atg agg tat ttc 96 
Leu Ala Leu Thr Gin Thr Trp Ala Gly Ser His Ser Met Arg Tyr Phe 
20 25 30 



tec aca tec gtg tec egg ccc ggc cgc ggg gag ccc cgc ttc ate gcc 144 
Ser Thr Ser Val Ser Arg Pro Gly Arg Gly Glu Pro Arg Phe He Ala 
35 40 45 



gtg ggc tac gtg gac gac acg cag ttc gtg egg ttc gac age gac gcc 
Val Gly Tyr Val Asp Asp Thr Gin Phe Val Arg Phe Asp Ser Asp Ala 
50 55 60 



192 



gcg age cag agg atg gag ccg egg gcg ccg tgg ata gag cag gag ggg 
Ala Ser Gin Arg Met Glu Pro Arg Ala Pro Trp He Glu Gin Glu Gly 



240 
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65 70 75 80 

ccg gag tat tgg gac gag gag aca ggg aaa gtg aag gcc cac tea cag 288 
Pro Glu Tyr Trp Asp Glu Glu Thr Gly Lys Val Lys Ala His Ser Gin 
85 90 95 

act gac cga gag aac ctg egg ate gcg etc cgc tac tac aac cag age 336 
Thr Asp Arg Glu Asn Leu Arg He Ala Leu Arg Tyr Tyr Asn Gin Ser 
100 105 110 

gag gcc ggt tct cac ace etc cag atg atg ttt ggc tgc gac gtg ggg 
Glu Ala Gly Ser His Thr Leu Gin Met Met Phe Gly Cys Asp Val Gly 
115 120 125 

teg gac ggg cgc ttc etc cgc ggg tac cac cag tac gcc tac gac ggc 
Ser Asp Gly Arg Phe Leu Arg Gly Tyr His Gin Tyr Ala Tyr Asp Gly 
130 135 140 

aag gat tac ate gcc ctg aaa gag gac ctg cgc tct tgg acc gcg gcg 480 
Lys Asp Tyr He Ala Leu Lys Glu Asp Leu Arg Ser Trp Thr Ala Ala 
145 150 155 160 

gac atg gcg get cag ate acc aag cgc aag tgg gag gcg gcc cat gtg 528 
Asp Met Ala Ala Gin He Thr Lys Arg Lys Trp Glu Ala Ala His Val 
165 170 175 



gcg gag cag cag aga gcc tac ctg gag ggc acg tgc gtg gac ggg etc 
Ala Glu Gin Gin Arg Ala Tyr Leu Glu Gly Thr Cys Val Asp Gly Leu 
180 185 190 



384 



432 



576 



cgc aga tac ctg gag aac ggg aag gag acg ctg cag cgc acg gat tec 624 
Arg Arg Tyr Leu Glu Asn Gly Lys Glu Thr Leu Gin Arg Thr Asp Ser 
195 200 205 

cca aag gcc cat gtg acc cat cac age aga cct gaa gat aaa gtc acc 672 
Pro Lys Ala His Val Thr His His Ser Arg Pro Glu Asp Lys Val Thr 
210 215 220 

ctg agg tgc tgg gcc ctg ggc ttc tac cct get gac ate acc ctg acc 720 
Leu Arg Cys Trp Ala Leu Gly Phe Tyr Pro Ala Asp He Thr Leu Thr 
225 230 235 240 

tgg cag ttg aat ggg gag gag ctg ate cag gac atg gag ctt gtg gag 768 
Trp Gin Leu Asn Gly Glu Glu Leu He Gin Asp Met Glu Leu Val Glu 
245 250 255 



acc agg cct gca ggg gat gga acc ttc cag aag tgg gca tct gtg gtg 
Thr Arg Pro Ala Gly Asp Gly Thr Phe Gin Lys Trp Ala Ser Val Val 



816 
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gtg cct ctt ggg aag gag cag tat tac aca tgc cat gtg tac cat cag 

Val Pro Leu Gly Lys Glu Gin Tyr Tyr Thr Cys His Val Tyr His Gin 
275 280 285 



864 



ggg ctg cct gag ccc etc acc ctg aga tgg gag cct cct cca tec act 912 
Gly Leu Pro Glu Pro Leu Thr Leu Arg Trp Glu Pro Pro Pro Ser Thr 
290 295 300 

gtc tec aac atg gcg acc gtt get gtt ctg gtt gtc ctt gga get gca 960 
Val Ser Asn Met Ala Thr Val Ala Val Leu Val Val Leu Gly Ala Ala 
305 310 315 320 

ata gtc act gga get gtg gtg get ttt gtg atg aag atg aga agg aga 1008 
He Val Thr Gly Ala Val Val Ala Phe Val Met Lys Met Arg Arg Arg 
325 330 335 

aac aca ggt gga aaa gga ggg gac tat get ctg get cca ggc tec cag 1056 
Asn Thr Gly Gly Lys Gly Gly. Asp Tyr Ala Leu Ala Pro Gly Ser Gin 
340 345 350 

acc tct gat ctg tct etc cca gat tgt aaa gtg atg gtt cat gac cct 1104 
Thr Ser Asp Leu Ser Leu Pro Asp Cys Lys Val Met Val His Asp Pro 
355 360 365 

cat tct eta gcg tga 1119 
His Ser Leu Ala 
370 



<210> 35 
<211> 372 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: The polypeptide region from position 1 
to position 206 is derived from human, and the polypeptide region from position 207 
to position 372 is derived from mouse. 

<400> 35 

Met Ala Val Met Ala Pro Arg Thr Leu Val Leu Leu Leu Ser Gly Ala 
5 10 15 



Leu Ala Leu Thr Gin Thr Trp Ala Gly Ser His Ser Met Arg Tyr Phe 
20 25 30 
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Ser Thr Ser Val Ser Arg Pro Gly Arg Gly Glu Pro Arg Phe He Ala 
35 40 45 

Val Gly Tyr Val Asp Asp Thr Gin Phe Val Arg Phe Asp Ser Asp Ala 
50 55 60 

Ala Ser Gin Arg Met Glu Pro Arg Ala Pro Trp He Glu Gin Glu Gly 
65 70 75 80 

Pro Glu Tyr Trp Asp Glu Glu Thr Gly Lys Val Lys Ala His Ser Gin 



Thr Asp Arg Glu Asn Leu Arg He Ala Leu Arg Tyr Tyr Asn Gin Ser 
100 105 110 

Glu Ala Gly Ser His Thr Leu Gin Met Met Phe Gly Cys Asp Val Gly 
115 120 125 

Ser Asp Gly Arg Phe Leu Arg Gly Tyr His Gin Tyr Ala Tyr Asp Gly 
130 135 . 140 

Lys Asp Tyr He Ala Leu Lys Glu Asp Leu Arg Ser Trp Thr Ala Ala 
145 150 155 160 

Asp Met Ala Ala Gin He Thr Lys Arg Lys Trp Glu Ala Ala His Val 
165 170 175 

Ala Glu Gin Gin Arg Ala Tyr Leu Glu Gly Thr Cys Val Asp Gly Leu 
180 185 190 

Arg Arg Tyr Leu Glu Asn Gly Lys Glu Thr Leu Gin Arg Thr Asp Ser 
195 200 205 

Pro Lys Ala His Val Thr His His Ser Arg Pro Glu Asp Lys Val Thr 
210 215 220 

Leu Arg Cys Trp Ala Leu Gly Phe Tyr Pro Ala Asp He Thr Leu Thr 
225 230 235 240 

Trp Gin Leu Asn Gly Glu Glu Leu He Gin Asp Met Glu Leu Val Glu 
245 250 255 

Thr Arg Pro Ala Gly Asp Gly Thr Phe Gin Lys Trp Ala Ser Val Val 



85 



90 



95 



260 



265 



270 



Val Pro Leu Gly Lys Glu Gin Tyr Tyr Thr Cys His Val Tyr His Gin 
275 280 285 
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Gly Leu Pro Glu Pro Leu Thr Leu Arg Trp Glu Pro Pro Pro Ser Thr 
290 295 300 

Val Ser Asn Met Ala Thr Val Ala Val Leu Val Val Leu Gly Ala Ala 
305 310 315 320 

He Val Thr Gly Ala Val Val Ala Phe Val Met Lys Met Arg Arg Arg 
325 330 335 

Asn Thr Gly Gly Lys Gly Gly Asp Tyr Ala Leu Ala Pro Gly Ser Gin 
340 345 350 

Thr Ser Asp Leu Ser Leu Pro Asp Cys Lys Val Met Val His Asp Pro 
355 360 365 

His Ser Leu Ala 
370. 



<210> 36 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 36 

cccaagctta ctctctggca ccaaactcca tgggat 



<210> 37 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 37 

cgggagatct acaggcgatc aggtaggcgc 



<210> 38 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 38 

cgcaggctct cacactattc aggtgatctc 



<210> 39 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence". PCR primer 
<400> 39 

cggaattccg agtctctgat ctttagccct gggggctc 



<210> 40 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 40 

aggacttgga ctctgagagg cagggtctt 



<210> 41 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 41 

catagtcccc tccttttcca cctgtgagaa 



<210> 42 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 42 

cgaaccctcg tcctgctact etc 

<210> 43 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 43 

agcatagtcc cctccttttc cac 

<210> 44 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 44 

cccaagcttc gecgaggatg geegtcatgg cgccccgaa 

<210> 45 
<211> 41 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer 
<400> 45 

ceggaattet gtcttcacgc tagagaatga gggtcatgaa c 



<210> 46 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Synthetic Peptide 
<400> 46 

Pro Tyr Val Ser Arg Leu Leu Gly He 
5 



<210> 47 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic Peptide 
<400> 47 

He Met Pro Lys Ala Gly Leu Leu He 
5 



<210> 48 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic Peptide 
<400> 48 

Thr Tyr Ala Cys Phe Val Ser Asn Leu 
5 



<210> 49 
<211> 10 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic Peptide 
<400> 49 

Gin Tyr Ser Trp Phe Val Asn Gly Thr Phe 



5 



10 



<210> 50 



WO 03/106682 




PCT/JP03/07463 



21/26 



<211> 16 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 50 

Ala Gin Tyr He Lys Ala Asn Ser Lys Phe He Gly He Thr Glu Leu 
15 10 15 



<210> 51 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 51 

Ala Leu Leu Pro Ala Val Pro Ser Leu 
1 5 



<210> 52 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 52 

Asn Gin Met Asn Leu Gly Ala Thr Leu 
1 5 



<210> 53 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 



<400> 53 
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Arg Phe Phe Pro Asn Ala Pro Tyr Leu 
1 5 



<210> 54 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 54 

Arg Trp Phe Pro Asn Ala Pro Tyr Leu 
1 5 



<210> 55 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 55 

Arg Phe Pro Gly Val Ala Pro Thr Leu 

1 . 5 



<210> 56 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 56 

Arg Met Pro Gly Val Ala Pro Thr Leu 
1 5 



<210> 57 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 57 

Arg Trp Pro Gly Val Ala Pro Thr Leu 
1 5 



<210> 58 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 58 

Arg Phe Pro Ser Cys Gin Lys Lys Phe 
1 5 



<210> 59 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 59 

Arg Met Pro Ser Cys Gin Lys Lys Phe 
1 5 



<210> 60 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 60 

Ala Phe Leu Pro Ala Val Pro Ser Leu 
1 5 



<210> 61 



WO 03/106682 PCT/JP03/07463 

24/26 

<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 61 

Ala Met Leu Pro Ala Val Pro Ser Leu 
1 5 



<210> 62 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 62 

Ala Trp Leu Pro Ala Val Pro Ser Leu 
1 5 



<210> 63 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 63 

Asn Phe Met Asn Leu Gly Ala Thr Leu 
1 5 



<210> 64 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 64 

Asn Met Met Asn Leu Gly Ala Thr Leu 
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<210> 65 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 65 

Asn Trp Met Asn Leu Gly Ala Thr Leu 
1 5 



<210> 66 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 66 

Arg Tyr Pro Ser Ser Gin Lys Lys Phe 
1 5 



<210> 67 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic Peptide 
<400> 67 

Arg Tyr Pro Ser Ala Gin Lys Lys Phe 
1 5 



<210> 68 

<211> 9 

<212> PRT 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence: Synthetic Peptide 
<223> Xaa at position 5 stands for Abu. 



<400> 68 

Arg Tyr Pro Ser Xaa Gin Lys Lys Phe 
1 5 
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